'V 
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CpeACTBO AJifl MHrM6npoBaHM5i penpoflyKLiMM 060J10MeMHblX Bnpycoe, 
cnoco6 ero nojiyHeHM*, 4>apMai4eBTimecKaH KOMno3imnH m cnoco6 

MHrn6npOBaHUH BMpyCHblX &1HCf)eKL((1U. 

5 06nacTb TexHMKw. 

H3o6peTeHMe othocwtc* k (papMai\eBTmecKOVi npoMbiiuneHHOCTM v\ "QJ 

KacaeTCH co3Aam/w cpeflCTBa ajih MHra6npoBaHMfl penpoAYKquw ^ 

3^ 

o6onoHeMHbix Bi/ipycoB. < 

3^ 

10 HacTOHLqee M3o6peTeHMe KacaeTca coeAWHeHi/ifi u mx ^ 

4>apMai4eBTMMecKM npwewmeMbix conew, Bbi3biBaK)uuwx topmo>k©hmb OP 

penriMKauMM Bi/ipycoB, MMeiou4MX mwKorii/mwAHyio o6ojioHKy, TaKHX Kaic OT 

BMpyc M m My h o fle cJd h 141/iTa MenoBeKa (BUM), Bnpyc repneca npocToro (Bnr), q[ 
swpyc renariAra C (BfC). 



15 



npeAuiecTByiomMM ypoeeHb toxhmkm. 



B HacTOflLqee BpeMfl MccueAOBaHwa BeAyTC* no pa3pa6oTKe 
Tepannw w MexoAOB neMeHwa BwpycHbix wHcfreKiJiww, oco6eHHo Bb!3saHHbix 
20 Bfir, BrC w BHM/CIIMA " CBH3aHHoro co CIIMA KOMnneKca. BoiibHbie 
CnHfloM, UMiwyHHa^ cwcTewia KOTopbix HapyiueHa, CTpaAarcrr ot 

MHOrOHMCJieHHblX OnnopTyHMCTMMeCKMX MHCj3eKl4MM, Bb!3BaHHblX TaKMMM 

naToreHawiw, KaK Pneumocystis carinii w Candida albicans, Bl~ir, 
L4MTOMeranoBnpyc (14MB), BrC wjiw ot HeKOTopbix bmaob onyxoneii 

25 (capKoiwa Kanoww), KOTopbie w CTa ho bktch HenocpeACTBeHHow npuwMHOM 
CMepTH. Cnoco6 neHeHU* CriUfl HeM3BecTeH, m Teicyma^ Tepani/ta b 
6onbiUMHCTBe cjiynaeB npwMeHneTCfl 6e3 AOCTaTOMHbix . AOKa3aTenbCTB 
acfDcpeKTMBHOcTM w i/iMeeT He6naronpi*$rrHbie noSoMHbie acfxfceKTbL 

BUM xapaKTepi43yeTCfl bwcokom reHeTwnecKOw m, cneAOBaTenbHo, 

30 amweHHOM M3MeHMi4BOCTbio. lilTawiMbi BUM, nonyMeHHbie Aa>Ke ot oahoto w 
Toro >Ke 6onbHoro, ho Ha pa3Hbix CTaAwnx ero 3a6oneBaHM«, MoryT 
OTJiMwaTbCH no aHTwreHHbiM cBOMCTBarw w HyKneoTM ah bi m 
nocneAOBaTenbHOCT5iM. Ha6nK>AaeTCH OTnt/im/ie urraMMOB b pa3ribix 
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KnwMaToreorpacjDHMecKMX 30Hax. 3to ocno>KHfleT xiiMMOTepanwK), 
MMMyHOTepanwio m BaKLtMHonpoctDnnaKTMKy CllUfla. 

BoxibiiinHCTBO a htm bm pycH bix cpeflCTB, ncnonb3yeMbix ao cmx nop 
nna neMeHM5i Bnr-WH(£eKMi/iw, BKmoMatomwe noAOKCMypMAMH, mmto3I/ih, 

5 apa6MH03y, aAeHMHapa6MH03MA m tpmc{3toptmmmamh, HBJiflKrrcfl 
BeiAecTBaMM, KOTopwe HapyiuatoT CMHTe3 BnpycHoii flHK. 3tm BemecTBa 
bjim^iot TaiOKe n Ha cxoAHbie cjDyHKLinn KneTKM-xo3flLiHa, hto npwBOAMT k 
npofrnewiaM KneTOMHOW tokcmhhoctm m, KaK cneACTBiie, h6bo3mo>khoctm 
cMCTeMaTimecKoro ncnonb30BaHi4fl y ruoRew. B HacTOfimee BpeM* 

0 ocHOBHbiM neKapcTBeHHbiM cpeACTBOM Rnn neneHUH MHcfreioii/iw, Bbi3BaHHbix 
Bfir, HBJifleTCfl auwKJiOBnp, KOTopoe MMeeT cwribHoe npoTi/iBOBwpycHoe 
AewcTBue n HM3icyK3 tokcmh h ocTb . OAHaKO cjia6an pacTBopwMOCTb m 
no^BJieHMe neKapcTBeHHO ycTOWHMBbix BwpycoB orpaHUMMBaeT npuwieHeHne 
OToro cpeACTBa. 

5 flo cmx nop He pa3pa6oTaina BaKMMHa npoTMB renaTMTa C, a M3 

jiene6Hbix npenapaTOB MSBecTHbi, b ochobhom, HHTepcfrepoH mjim 
MHTepcJ^epoH b coneTaHMM c BMpa30/i0M. JleneHMe stmmm npenapaTaMM 

XapaKTepM3yeTC51 BblCOKOW CTOMMOCTbK) l/i HeAOCTaTOMHO 34)4>eKTMBHO. 

M3BecTHO, mto numb 25-40% niOAew, wHCfDi/mwpOBaHHbix BrC, 

0 MyBCTBi/iTenbHbi k neMeHHK) MHTepc^epoHOwi. 

Xi/iMVioTeparm* Gni/lfla CB*3aHa b HacTo^mee Bpewia c co3AaHweM m 
npuwieHeHneM mhto6mtopob 1 d6pa-mow TpaHCKpunTa3bf, a TaioKe 
MHrw6nTopoB npoTea3bi BUM. HHra6wropbi oSpaxHOw TpaHCKpi/imra3bi 
(peBepTa3bi) BUM hmgiot mjm Hyicneo3MAHy»o npwpoAy: 3HAOByAWH (AZT, 

5 peTpoBnp), anwBwp (3TC, jiaMUByAMH), BMAexc (ddl, AMflwaH03MH), xmbma 
(ddC, 3anbL4i/rra6i/tH), 3epwT (d4T, CTaByAWH), a6at<aBwp (ABC, 3i/iareH), 
kom6mbmp (3MAOByAMH + anriBu'p)* Tpw3fiBwp (a6aKaBMp+ 3ni4BMp,+ 
3MAOByAMH), mjim HeHyicneo3MAHyK): f\enasv\ppyiH (pecKpwrrrop), HeBwpanwH 
(BMpaMyH), 34>aBnpeHLi (cycTWBa), wnw HyKneoTHAHyfo: TeHocjDOBHp, BnpeaA. 

0 B Poccww 3aperncTpnpoBaH oTeMecTBeHHbiw npenapax 4>occ£a3iiA. 3™ 
npenapaTbi TOKCWHHbi v\ pj\a MaKpoopraHi/i3Ma, nocKonbKy ohm BMeiuMBaioTCfl 
b reHOMHbie CTpyKTypbi. 06paTHaa TpaHCKpwnTa3a ocyinecTBJiaeT ci/iHTe3 
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BnpycHow flHK b TeMeHne Bcero cpoKa 3a6ojieBaHMfl, noaTbMy MHrw6MTopbi 
peBepTa3bi BUM Heo6xoAWMO wcnonb30BaTb no>KM3HeHHO. 

HHm6nTopbi , npoTea3bi BUM npeACTaBJieHbi b HacToaujee Bpewm 
HBCKonbKMMi/i npenapaTawii/i: caKBMHaBnp (MHBnpa3a), i/iHflMHaBwp 
5 (KpMKCMBaH), puTOHaBMp (HopBwp), HenbcjDMHaBwp (BMpacem - ), awinpeHaBi/ip 
(areHepa3a), Kaneipa (nonMHaBup+pnTOHaBnp). npoTea3a BUM 
OTBercTBeHa 3a co3peBaHi/ie (npoueccwHr) BwpycHbix 6enKOB. HapyiueHMe 
npoMeccMHra rnnKonpoTei/iHOB npwBOAMT k HecnocoSHOcTM bmpmohob BUM 
npwcoeAMHfJTbCH k CD4-KneTKe. 

10 B HacTOHLqee BpeMH cymecTByeT TepMWH «Tepanwn TpeTbew jimhmm» 

Ana xapaKTepMCTMKM jieneHMH 6onbHbix BMM/CnUfl, y KOTopbix 
B036yAMTenb oka3anc* pe3McreHTHbiM no KpawHew Mepe k OAHOMy 
neKapcTBy M3 Ka>KAoro Kiiacca npenapaTOB wnw y koto neneHne npn 
ncnonb30BaHnn AByx pa3nwHHbix cxeM Tepannn oKa3anocb 

15 He3c{)c})©KTMBHbiM. TaKyio BbicoKO aKTMBHyio aHTMpeTpoBwpycHyio TepanwK) 
(BAAPT) o6o3HaMaK>T TaioKe TepMHHaMi/i " m e ra- BAA PT" i/mw "rwra-BAAPT". 
TepanMH TpeTbew jimhww BKHfonaeT npuwieHeHMe ©AHOBpeMeHHO netbipex 
aHTMpeTpoBMpycHbix npenapaTOB c pa3nwMHbiMM MexaHM3MaMM 
6nOKwpoBaHM?i penpoAyKUi/m BUM - HyKneo3viAHbie m HeHyKneo3MAHbie 

20 MHrn6wTopbi o6paTHOM TpaHCKpi/!nTa3bi, w MHrn6nTopbi npoTea3bi. flpu stom 
cnd>KHee nporH03i/ipoBaTb B03MO>KHbie HeraTMBHbie B3ai/iMOAeiiCTBHfl 

pa3ilMMHblX JieKapCTB, B pe3yjflbTaTe - pe3KO yBeJIMMMBaeTCH BepOflTHOCTb 

pa3BMTi/ifl no6oMHbix peaKLtMM w ocno>KHeHMii. B TaKnx cjiynafix Heo6xoAMM 

nOCTOflHHblW MOHHTOpilHr KOHMeHTpaMMH JieKapCTB B CblBOpOTKe KpOBU, HTO 

25 fiBJiaeTCfi AoporocTO^meM npoueAypow. Heo6xoAMMOCTb flononHeHM* 
TepaneBTMMecKoro Kypca npenapaTaMW, noAaBnaioiUMMw aKTMBHOcTb 
B036yAMTejieii conyTCTByiou4nx WHcfceKm/iw, eme 6onbLue ocno>KHfleT 
neMe6Hbiii npoqecc. 

H3BecTHbie neKapcTBeHHbie npenapaTbi no3BonaiOT 

30 KOHTponnposaTb TeMeHwe 6one3HM, ho He n3neMMBaTb nai-ii/ieHTOB, 
cTpaAaKDinnx Cni/lfloM. Co3AaHne JieKapcTBeHHbix cpeACTB, KOTopbie MoryT 
M3neMMBaTb hjii/i, no MeHbmew wiepe, o6ecneMHBaTb nyHLuyto 3au4MTy ot 
cwiepTOHOCHoro BMpyca npoAonwaeTca h cBH3aHO KaK c noncKOM HOBbix 
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coeflHHBHHM, cnoco6Hbix TopM03MTb pen pofly K14M K) Bnpyca npn fiomollim 
M3BecTHbix MexaHH3MOB, tbk w c pa3pa6oTKOM HOBbix noAxoAOB k pemeHMio 
3aAann. 

PacLuwpaeTCH cneiop npenapaTOB Ana neMeHM* SonbHbix 
5 BHM/CnMfl. B HacToamee Bpewi* Ha cxa^i/m kjti m h mmgckmx MccneAOBaHMM 
HaxoAHTCfl cneAyioLLiMe npenapaTbi: 3MTpMLinTa6i4H, DAPD (Hyicneo3MAHbie 
aHanom), KanpaBwpnH , TMC-1 20 (HeHyKJieo3MAHbie). BHMMaHwe 
npi4Bn©KaKDT TaioKe HOBbie MHrn6uTopbi npoTea3bi: aya3aHaBMp (3pviBaAa), 
TwnpaHaBwp, M03eHaBnp. BeAyTCfi MCcneAOBaHMfl no co3AaHM»o npenapaTOB 

10 coBepiueHHO hobmx KJiaccoB: nHrw6wTopbi MHTerpa3bi (S-1360), a TaioKe 
HHrw6i/rropbt cj-imahm* (neHTacf>y3MA (T-20 mjim Fuzeon)), T-1249, PRO-542, 
w i/iHrw6wTOpbi peLienTopos xewioKMHOB (SCH-C n PRO-140). OAHaKo 
pe3ynbTaTbi wcnbiTaHMM HeoAH03HaMHbi. Tax, npenapaT SCH-C Bbi3bisan 
yBennMeHMe WHTepBana QT b 3Kr 3AopoBbix Mcnbuyewibix npw 

15 wcnonb30BaHMM MaKCMManbHOW A03bi, mto HBrmeTC* yKa3aHMewi Ha 
Bb3MO>KHbie KapAMonorwHecKwe oc/ioxHeHM^. MHra6wTopbi cjii/ihhi/ih 
n pe AOTa bjia \ot co6om nojiMnenTMAbi: T-20 coctowt m 36 ocTaTKOB 
npwpoAHbix aMMHOKi/icnoT, T-1249 - W3 39. Mcnojib30BaHMe 3tmx 
npenapaTOB orpaHiineHO BHyrpwBeHHbiM BBeAeHnewi; b pe3yjibraTe npueMa 

20 y HeKOTopbix 6onbHbix, nonyMaBUJMX T-20, o6pa30BbiBanwcb noAKo>KHbie 
y3enKM, anM30AMMecKW OTMeHanwcb noAKO>KHbie wHcfreKUMM m a6cMeccbi. 
6U BHMMaHMH 3acny>KMBaK)T TaioKe BbicoKonojiMwiepHbie nojiwaHMOHHbie 
npwpoAHbie coeAWHeHM* - nenTWAorriMKaHbi, AeKcrpa-Hbi, nonwcaxapnAbi m 
AP- 3tm coeAMHeHMH wiano tokcmmhu m cnoco6Hbi aAcop6wpoBaTb BnpycHbie 

25 HaCTMMbl M CJiy>KHTb KCeHOSMOTMMeCKOM «r»OByiUKOM» BMpMOHOB BUM. 

noKa3aHO, hto 3tm BemecTBa MHm6i/ipyfOT o6pa30BaHne cwHi4i4TweB, ho 
npHMoro B03AewcTBM$i 3f mx TieKapcTB rta MH4>eKt4MOHHocf b BMpyca He 6bino 
ycTaHOBJieHO (EBponeviCKMe 3a^BKM 04065512 m 0467185). B OTHomeHMM 
cynbcfDOHMpOBaHHOM noiiMMOMeBMHbi BbiCKa3aHO npeAnono>KeHMe (RU 
30 2160746), hto 3TM BemecTBa c wioneKynflpHOM Maccow ot 2000 ao 4000 
noAaBJiflrcrr aKTMBHOCTb BUM, Btir m I4MB no cneAyiomeMy wexaHW3My: 
aHMOHHbie rpynnbi cMHTeTMMecKMX ojwrowiepoB CBH3biBaioTCH c BMpycoM 
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h/hjim KJiBTOMHOM MeM6paHofi m, TeM caMbiM, npepbiBaraT cnoco6HOCTb 
BMpyca k penjiMKaMMM. 

BonbiiiMHCTBO H3BecTHbix Han6onee onacHbix BnpycoB: BUM, Bnr, 
14MB, BrC, Bnpyc rpwnna nenfuorcn TunnMHbiMW npeflCTaBMTenfiMM 
5 oSonoweMHbix BMpycoB. HHc|>wMi/ipoBaHne KneTKM-xo3fMHa o6onoHeHHbiMi/i 
BnpycawiM M3HaHanbHO ocHOBbiBaeTca Ha B3awMOfleMCTBMM pasnuiHHbix 
peqenTopoB Ha nosepxHocTH KneTKW-xo3fliiHa c nni/iKonpoTeMHawiH Bi/ipyca. 
3aTeM BMpycHan w KneTOHHa* MeM6paHbi cni/iBaiOTCfl, m coflep>KMMoe 
BwpnoHa BHMBaeTC^ b i4MTonna3My KneTKH-xo3*MHa. BMeujaTenbCTBo b stot 
10 npoqecc Momo 6bi npeflOTBpaTMTb nepBMHHoe B3anMOAeiiCTBwe Bwpyca m 
KneTKM-xo35ii4Ha i/i nocjieflytooiee criMflHue, a TaioKe TopM03MTb 

Cf)OpMMpOBaHM6 BI/ipi/IOHOB. 

B naTeHTe (WO 95/199491995) BnepBbie 6bma noKa3aHa 

B03MO>KHOCTb B03fleMCTBMfi OflHMM coeflMHeHweM Ha flBe MMUUeHM: Ha 

15 npoTea3y v\ o6paTHyio TpaHCKpwnTa3y BUM. B naTeHTe (RU 2196602) 
BnepBbie npeflno>KeH cnoco6 oflHOBpeMeHHoro i4Hn46wpoBaHMfl penjiMKaqiiM 
BUM m I4M B— w Hcf>e K141/1 m . l/lHm6npoBaHne ocymecTBJiflJiw no MexaHM3My 
6noKMpoBaHMH aKTMBHoro cawTa Ha wioneicyjie npoTea3bi 14 o6paTHOM 
TpaHCKpunTasw, 11 no3AHero CTpyicrypHoro 6enKa gB 14MB nenoBeKa. B 

20 oSomx naTeHTax wcnojib30BajiM npon3BOflHbie oahoto coeAMHeHM* — 
cfcyn/iepeHa. 

B nocjieflHee Bpewm 6nonornMecKa^ atcraBHOCTb 4>ynnepeHOB 
npuBneKaeT BHMWiaHne b cb*3I4 c B03MO>KHOCTbK) npMMeHeHun wx b 6opb6e 
npoTUB BnpycoB. OcHOBHoe npenflTCTBi/ie Ha nyn/i co3AaHHH neneSHbix 
25 npenapaTOB CB*3aHO c h e pacTBO p 1/1 m ocTb \o c^ynnepeHOB b boab, mto 
3aTpyAH5ieT wx npawioe BBeAeHwe b opraHM3M MexiOBeKa. 

H3BecTHbi cnocoSbi nonyMeHW* BOAopacTBopuwibix cJdopm 
c^yrmepeHa 3a cneT o6pa30BaHW* aAAYKTa c nonuBMHunnMpporiMAOHOM 
(Kiselev O.I. et al. // Mol. Materials. 1998. V.11. P.121; Piotrovsky L.B. et aL 
30 // Ibidem. 2000. V.13. P.41.). noKa3aHa ero 3cjDcj3e kth b h ocTb npoTUB Bnpyca 
rpunna A - n B-TMna. 

H3BecTeH TaioKe cnoco6 nonyneHMH cfcyrmepeHOB, BKniOMajomMM 
cwieiuMBaHne npeABapi/rrenbHO pacTBopeHHbix b opraHMHecKOM 
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pacTBopnTene cfryjinepeHOB c nonnMepHOW MaTpwLjeSi b xnopocfropMe, 
BbinapuBaHwe CMecw nofl BaKyywioM ao noriHoro yAaneHW* pacTBopi/rreneM, 
pacTBopeHne nonyMeHHoro KOMnneKca b c|30c4>aTHO-cojieBOM Qydpepe (pH 
74 7^) c nocneAytomeii o6pa6oTKoi4 npoflyiaa ynbTpa3ByKOM (RU 
5 2162819, 2001). Hpn gtom b KanecTBe BOflopacTBopuMofi nonnMepHOM 
MaTpni4bi ncnoiib3yK>T Mewi6paHHbie Kec^annHbi. 

npoflyKTbi, nonyMeHHbie b pe3ynbTaTe TaKwx MOflwcfDMKaLtMw, 

*BnflK)TCfl HeyCTOMMMBblMM COeflWHeHMJIMM, BOflHbie paCTBOpbl KOTOpblX 

npeACTaBn*K)T co6om cycneH3i/tM, hto orpaw/iHMBaeT B03MO>KHOCTb mx 
10 npMMeHeHMfr w xpaHeHMH. 

nepcneKTHBHbiwr HanpaBneHwewi HBr\9\ero9\ co3AaHMe 
BOAopacTBopMMbix npon3BOflHWX ctDynnepeHa xnMnnecKUM cwHTe30M. 
AHanoraMM HacTOflmero M3o6peTei-Mfl nsnnKxrcn coeflMHeHM^, w cnoco6bi wx 
nonyMeHMfi, onwcanHbie b naTeHTax WO 95/19949, RU 2196602, RU 
15 2124022, US 6613771. 

l/l3BecTHO coeAHHeHne, coAepwamee BOAopacTBopwMoe 
npow3BOAHoe cf>yri;nepeHa c o6LLiefi cfcopMynow 

C 60 -X =HOC(0)(CH 2 )2C(0)NH(CH 2 )2 (WO 95/19949, 1995, US 6613771, 
2003). B KaMecTBe 3aMecTi4Tene£i wcnonb3yK)TC5i riK)6bie ariKi/tnoBbie mjiw 

20 apwn — ariKunoBbie 3aMecTMTejin, b MacTHOCTW Te, KOTopbie 3aMemaicnrcH 
a30TOM wnn KMcnopoAOM, coAep>KaiHMM ot 1 ao 20 aTOMOB ymepoAa. 
OAHaKO AaHHoe coeAMHeHne MwieeT HH3Kyto pacTBopwMOCTb b boa©, paBHyio 
1 wir/Mrr, w cnoco6 era nojiyMeHM* cno>KHbii4. 

B naTeHTe RU 2196602 npeAJno>t<eH cnoco6 MHn46npoBaHMH 

25 penpoAyKUUM BUM m L4MB— MH4)eK!4HM npw nowiomn coeAHHeHwft Ha ocHOBe 
aMMHOKwcnoTHbix M p/A nenTM ah bix npon3BOAHbix cfcynnepeHa. B KaMecree 
awinHOKMcnoTHoro npoM3BOAHoro 4>yjinepeHa wcnoiib30BaHbi HaTpneBbie 
conn c|)ynnepeHMOHoaMMHOKanpoHOBOM w cjDyruiepeHMOHoaMMHOMacnHHOM 

KMCJIOT. 

30 Hai46onee 6nw3KWM no TexHUMecKOW cymHOCTW m AOCTuraeMOMy 

pe3yjibTary nsnnercn coeAHHem/ie N-(MOHornApo)- 

(4)ynjiepeHaMMHOKanpoHOBap KMcnoTa HC 6 oNH(CH 2 ) 5 COOH (RU 2124022). 
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Ann era nonyMeHMH k pacTBopy cfryjinepeHa b o-Awxnop6eH3one 
Ao6aBnHK)T boahhii pacTBop KanneBow conn aMWHOKanpoHOBofl KucnoTbi 1/1 
18-KpayH-6. PeaKMMOHHyK) Maccy nepeivieLunBatOT 6-8 nacoB npi/i 60°C. 
3aTeM pacTBopwTenn ottohhiot, ocTaTOK o6pa6aTbisaK)T HacbimeHHbiM 
5 pacTBopoM xnopwcToro Karma, n ocTaTOK cjDyn.nep©HOBoro npoi43BOflHoro 
npoMbiBatOT BOflofi. Bbixofl qejieBoro npoflyKTa KonnwecTBeHHbfw. 
nonyqeHHaf! N-(MOHomApo)-cjDyjinepeHaMMHOKanpoHOBa5i KwcnoTa 
pacTBopMMa b AMMeTMJicyjib4>OKCMfle, AMMeTM/ic})opMaMMfle, nwpwflWHe. 

HeAOCTaTkaMM A^HHoro cwHTe3a HBrmKrrcfi: ycnoBi/ifl peaKLirtH 
10 B3awMOAewcTBMH cfcyiuiepeHa C 6 o w KanneBow conn aMMHOKanpoHOBow 
KMCJIOTbl B AByxc|3a3Ho(4 cwcTeMe npMBOAHT K yBeJIMHeHMK) BpeMSHM 

npoi4ecca f Kpoiv/ie Toro, ncnojib3yeMbiw b KaMecTBe corno6njiW3aTopa 18- 
KpayH-6 MMeer BbicoKyio cTOMMOCTb. 

Bwxoa ueneBoro npoAyicra Man w cocTaBnaeT He 6onee 5% ot 
15 Maccbi 3aTpaMeHHoro Ha cmht©3 cf>yjmepeHa. 

Bo Bcex onucaHHbix paHee naTeHTax 6buii4 nojiyneHbi npoAyiorbi 
MOHonpucoeAMHeHMfi aMMHOKwcnoT w nenTMAOB k cfryjinepeHy. OflHaKO 
cfrynnepeHbi MMeiOT 6onbiuoe mmcjio SKBMBaneHTHbix peaKuiHOHHbix qemrpoB 

no ABOMHbIM CBH351M, HTO A^T B03M0>KH0CTb 06pa30BaHMH npOAyKTOB 

20 nonwnpucoeAMHeHMH. 

PacKpbiTue M3o6peTeHM5i. 

3aAaMew HacTOflmero M3o6peTeHi4H - co3AaHne cpeACTBa Ha ocHOBe 
25 4)ynnepeHnoriMKap6oHOBbix 3hi/iohob Arm noAaBJieHwa aKTuiBHOCTM 
o6onoHeMHbix BwpycoB npw neneHnn 3a6ojieBaHMft, Bbi3biBaeMbix 3twmm 
BwpycaMH. 

flnn pemeHMfi nocTaBneHHOM 3aAami npeAno>KeHa rpynna 
n3o6peTeHnw, o6"beAHHeHHbix eA^HbiM M3o6peTaTeribCKMM 3aMbicnoM: 
30 cpeACTBO, npeACTaBJiflioinee co6ow coeAWHeHwe 

4)yjinepeHnojiMKap6oHOBbiM aHMOH, cnoco6 ero nojiyneHMn, 
(t>apMai4eBTimecKaH KOMno3Mi4HH, BKmoMafomafi yKa3aHHoe cpeACTBO u\ 
cnocoS MHrn6npoBaHi4fi penni/iKai4HLi o6onoHeMHbix BnpycoB. 
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CymHOCTb n3o6peTeHH5i 3aKnjoMaeTC* b peuieHnn yKa3aHHOM 3aAami b 
cpeACTBe flns^ MHrM6npoBaHHH penpoAy«MMM o6onoHeHHbix BwpycoB, 
KOTopoe npeACTaBJi^eT co6o£i BOAopacTBopwMoe coeAWHeHwe 
4>ynJiepeHnojiMKap6oHOBbix aHMOHOB o6u4eii 4>opMynbi 

5 C 6 oH„[NH(CH 2 )mC(0)0-]h, 

rAe G 60 - cfcynnepeHOBoe HAP 0 . 

NH(CH2)mC(0)0' - aMMHOKap60HOBb!Pi aHMOH 

m paBHO Menoiwy Hucny, npeAnoMTMTenbHO 3 m 5, Hai/i6onee 
npeAnoHTMTeiibHo 5, 

10 n paBHO Menowiy Mucny ot 2 ao 12, npeAnoMTMTenbHO ot 4 ao 6, 

Haw6onee npeAnoMTMTenbHo 6. 

flocTaBneHHafl 3aAana peuiaeTCfl TaioKe b cnoco6e noiiyMeHi/m 
cpeACTBa f\nn MHrw6npoBaHM« penpoAyKLjww o6onoMeHHbix Bi/ipycos, b 
kotopom b pacTBop cfryrmepeHa b o-AMxnop6eH3one bhocht awiMHOKMcnoTy 
15 b bma© KanweBow i/mw HaTpweBow conn, Aa^ee Ao6aBJifliOT conio6MJivi3aTop, 
Bbi6paHHbiM M3 rpynnbi nonnariKMneHOKCMAOB: nojiwaTi/meHmi/tKoriw moji 
Maccbi ot 150 ao 400 h Bbiiue, a TaioKe AWMeTi/uiOBbie acjwpbi 
nojiM3Ti4JieHmwKOjrieCi, unw 18-KpayH-6, npn stom KonwMecTBO 
aMMHOKMcnoTbt aoji>kho npeBbiiuaTb koji mmbctbo cfryjinepeHa 6onee neM b 
20 50 pa3, a CMHT63 npoBOAHT npw TeMnepaType 60-80° C. 

fljiH peuieHMH nocraeneHHoin 3aftamn ratoKe npeAno>KeHa 
cf>apMai4eBTMMecKaH KOMno3Mi4Wfl An* WHri46wpoBaHi/ifl penpoAyKqun 
o6onoHeMHbix BnpycoB, cx>Aep>Kau4afl BOAopacTBopwiwoe coeAHHem/ie 
ct>ynjiepeHnonwKap6oHOBbix aHMOHOB o6u\e\h cfcopMynbt 
25 C 6 oH n [NH(CH 2 )mC(0)0"]n, 

rAe C 60 - cjDynjriepeHOBoe fiAPo, 
NH(CH 2 ) m C(0)0" - aMMHOKap6oHOBbiii' 3hmoh 
m paBHO Ltenowry Mwcny, npeAnoMTi/rreiibHO 3 w 5, Haw6onee 
npeAnoMTMTenbHO 5, 

30 n paBHO qenowiy m/icny ot 2 ao 12, npeAnoHTi/rreJibHo ot 4 ao 6, 

Haw6onee npeAnoHTWTejibHO 6 

b 3ct>cj3eKTMBHOM Kon MH0CTB© m <t>apMauieBTi4HecKW npneMnewibie 
HanojiHMTenn. 
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OapMaqeBTHMecKaH KOMno3Mi_iMfl &r\9\ wHrn6npoBaHMH penpoAyKqww 
o6oJioMeHHbix BnpycoB BbinoriHeHa b cfcopwie Ta6neTOK, Kancyn, pacTBopa 
fln5R MHBeKLiww, cynno3MTopneB. 

B cnoco6e MHrn6npoBaHHfi penpoflyKUMn oSonoMeMHbix BnpycoB 
5 wcnonb3yK)T oxapa«crepn30BaHHy»o Bbiiue c^apMaLieBTMHecicyto komfiosi/imi/ikd 
AJia noAaBJieHU^ BwpycoB npi/i neneHHw 3a6oneBaHMM, Bbi3BaHHbix 
BMM/CnUfl, repnec-MHcjDeKmiflMM, BnpycHbiM renan/iTOM C. 

B pe3ynbTaTe B3a w m o/j© m ctb ws\ cfrynnepena c conbto aiwuHOKMcnoTbi 
b cpeAe opraHMMecKoro pacTBopi/iTeiiH b npi/icyrcTBHi/i nonnaJiKuneHOKCMAa 
10 nanyweHbi BOAopacTBopwMbre 4)yjiJiepeHnojiMKap6oHOBbie aHMOHbi o6mew 
cfropiviynbi (I). 

C 60 H n [NH(CH 2 ) m C(O)O7n, (1) 
r*AeC 6 o~ cfrynnepeHOBoe flAPO, 
NH(CH 2 ) m C(0)0'- aMMHOKap6oHOBbiw aHMOH 
15 m paBHo uejiOMy m/iony, npeAnoMTMTenbHO 5. 

n paBHo uexiOMy Hi/tcny ot 2 ao 12, npeAnoMTMTenbHO or 4 ao 6. 
HanpuMep: 

Ceo H 2 [NH(CH 2 ) 3 C(0)Cr] 2 - c|3ynnepeH-AM-aMi4HOMacn*Hbiw am/iOH 
C 6 o H 2 [NH(CH 2 )5C(0)OT 2 - c{)ynriepeH-AW-aMMH6KanpoHOBbiM amioH 
20 C 6 o H 4 [NH(CH 2 ) 5 C(0)CTI 4 - 4>yJiJiepeH-TeTpa-aMMHOKanpoHOBbiM 

aHMOH 

C 6 o H 6 [NH(CH 2 ) 5 C(0)0~] 6 - cf>ynnepeH-reKca-aMMHOKanpoHOBbiii 

aHMOH 

Ceo H 6 [NH(CH 2 )7C(0)0"] 6 - cf)yririepeH--reKca-8-aMMHOOKTaHOBbiM 

25 aHMOH 

MojieicyjiflpHbiii Bee CBH3aH co 3HaMeHi/ieM n m m nojiyneHHbix coeAWHem/iii: 
npw n = 4 w m = 5 C 6 o H 4 INH(CH 2 ) 5 C(0)Crj 4 (cfryAnepeH-TeTpa- 
aMMHo-KanpoHOBbiw aHMOH) - paBen 1240 r. 

npw n = 6 w m = 5 C 6 o H 6 [NH(CH 2 ) 5 C(0)0 ] 6 (cfrynnepeH-reKca- 
30 aMMHo-KanpoHOBbiw aHMOH) - paBeH 1500 r. 

A^i^ nonyHeHMfl cpeACTBa k pacTBopy cpyrmepeHa b o- 
AMxnop6eH30jie (Tonyone wnu jiio6om APyrowi npweMneMOM opraHMMecKOM 
pacTBopnTene) bhocat aMi/iHOKi/icriOTy b bma© cojm (KanneBOM unw 
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HaTpweBoii), 3aTeM flo6aBnflK)T con106n.n1/13aTop. riop^flOK BHeceHU* b 
peaKLtnoHHyK) cpefly aMWHOKMcnoTbi w conio6Mnn3aTopa He BaxeH, mo>kho 
BHOcnTb mx b BMfle KowmjieKca, npeflBapwTejibHO CMeiuaB. B KaMecTBe 
conK)6wnw3aTopa ncnonb3yKnr pa3iinMHbie nonManKuneHOKCMflbi: 
5 nonnaTuneHmMKOJiw moji Maccw or 150 flo 400, m BbiLue 400 (HanpMMep, 
nsr-1500), a TaioKe noJiwaTMneHmnKOJin, WMetomne 3aMemeHHbie 
KOHLteBbie rpynnbi (Hanpwwep, nonwaTWieHmwKOjrib flMMeriuioBbiM scJdmp moji 
Macebi 500) wjiw ui/iKXii/iMecKoe CTpoeHwe (Hanpwwiep, 18-KpayH-6 flna 
KanneBbix conevi). 

10 CooTHOLueHwe cfryrmepeHa w aMMHOKWCJiOTbi no flaHHOMy 

M3o6peTeHMio yBeni/iHeHO 6onee mgm b 50 pa3. ripn cooTHOiueHWM wieHee 
newi b 50 pa3 nonynaioTCfl coeflWHeHMflc MeHbLuew pacTBopwMOCTbio b BOfie 

M BblCOKOW TOKCMHHOCTbK). 

OnTMManbHaH TeMnepaTypa npoBefleHUa CMHTesa - +(60-80)° C. 
15 ripeBpauieHMe b wenaewiyK) cj!)apMaLteBTMMecKii npi/ieMnewiyio coiib, 

oco6bhho HarpweByio unw KajiweByio, mokbt BbinojiHsrrbCH nyreM 

06pa60TKM KMCnOTbl UOffKOflflWifAM OCHOBaHMeM. B MaCTHOCTM, 

HepacTBopwMa^ b BOfle 4>yjruiepeHnoxiHKap6oHOBafl KMCJioTa npeBpamaeTC* 
b 6onee npeflnoMTMTenbHbie cjDapMaijeBTWMecKi/i npi/ieMJiewibie conn, rataie 

20 kbk HaTpneBa^ COJlb, KOTopwe pacTBopuwibt B BOfle. 

Bbixofl LieneBoro npoflyicra cocTaBnaeT He wieHee 150 % no B3flTowiy 
<£>yjinepeHy. MejieBOM npoflyicr no flaHHOMy M3o6peTeHHK) xapaicrepM3yeTCfl 
nocTOfiHCTBOM cocTaBa, coflep>KaHMe b ueneBOM npoflyicre ochobhoto 
Beii4ecTBa cocTaBJineT 6onee 90%. 

25 CoeflWHeHi/m cfropwiynbi (1) - TBepflbie, TewiHO-KopMHHeBbie 

KpMCTannnMecKMe BemecTBa, 6e3 3anaxa, pacTBopMMbie b BOfle b coneBoii 
cfropMe n He pacTBopMMbie b BOfle b kmcjiothow cfropMe. HaTpnesbie cojim 
3a«BneHHbix coeflUHeHMM npw pacTBopeHMW b BOfle o6pa3ytoT 

Henpo3paHHbie pacTBopbi HacwaieHHoro KpacHO-KopuMHeBoro LtBeTa. 

30 HaTpweBbie conn coeflMHeHWW cjDopMynbi (1) pacTBopuwibi b neflHHOw 
yKcycHow KwcnoTe, He pacTBopi/iMbi b 96% cnwpTe, o-flnxnop6eH3one, 
Tonyone m aLieTOHe. B kmcjiothom cjDOpMe 3a«BneHHbie coeflMHeHUH xopoiuo 
pacTBop^KDTCfl b DMSO (flpMMep 1 .). 
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CoeAHHeHM5i cfDopMynbi (1) npn 400°C m Bbnue cropaioT nanHocTbio 
b oTJiMHue ot cfrynnepeHa, KOTopbiw npw TeMnepaType 420 °C nnaBurrcfl. 

MeTOflOM MK-cneKTpoMeTpMM b oSnacTM 399-4000 cm 1 
noflTBep>KfleHa n ofln m h HOCTb 3aaBJieHHbix coeflMHeHufi cf>opMyjibi (1): 
5 coBnafleHMe no pwcyHKy m Hani/mwio ncxnoc nornomeHMH c cfcynnepeHOM 
cocTaBMJio 6onee 90%, c aMMHOKwenoTOM - He MeHee 80%, 
Bocnpow3BOflMMocTb b CMHTe3ax - He MeHee 80%. flnn npoM3BOflHbix 
c£>yjuiepeHa, oriuiHaioLAMXc* aMWHOKi/ic/ioTHbiMi/i paflMKanaMM, TaKoro 
cxoflCTBa He ycraHOBJieHO (IlpuMep 2). 
10 Oco6eHHOCTbio CTpoeHMfi nonyMeHHbix coeflMHeHMM flBnaeTCfl 

HannMne b MoneKyne HecKonbKwx Kap6oKCMJibHbix rpynn, KOTopbie b 

3aBMCMMOCTM OT pH Cpeflbl, HaXOflflTCH MJIH B COJieBOM, MJ1M B KMCJIOTHOW 

cfcopMe, npo^BJi^H 6ycf)epHbie cBOMCTBa. pH nepexoAa 3a«BneHHbix 

coeflMHeHMfi b pacTBopeHHoe cocTO^Hne— 5,0-6,0. 
15 TCX BbinonHRnacb Ha cwnwKarejie 6OF254 cfwpMbi "Merck". 

Hannymuiie pe3ynbTaTbi no pa3fleneHMio KowinoHeHTOB 6bmn nonyMeHbi c 

CMcreMOM 3JiK)eHT0B: EtOH-6eH3on-H 2 0 4:1:1,5. B CMCTewie 6bmo 

o6Hapy>KeHO 3 nflTHa c R f paBHbie 0,82, 0,71 w 0,47 ana npow3BOflHoro 

4>ynnepeHa c aMWHOKanpoHOBOM khcjiotom, no oflHOMy n^THy c 
20 aMMHOOKTaHOBOM (R f = 0,82) 1/1 aMMHOMacjiHHoii (R f = 0,47). ripo6a c 

HMHrMflpwHOM noi<a3ana OTcyTCTBMe b npoAyKTe coeAHHeHMii c nepBMMHOW 

arvjMHorpynnbM ((IpuMep 3). 

1 H m 13 C-51MP cneicrpbi pacTBopoB coeAMHeHwft cfx>pMynbi (1) b 

AeCiTpupoBaHHbix pacTBopnTen^x c pa3ni4MHow cojibBaTupyjoLLtew 
25 cnoco6HOCTbK> CHHTbi npw 20°C Ha npu6ope WM-200 c pa6oneM MacTOTow 

200,13 Mrq no 1 H w 50,32 Mfi\ no 13 C. 

13 C-flMP (8, D 2 0): 25,2 (CH 2 CH 2 C(0)0-), 25,4 (CH 2 (CH 2 ) 2 C(0)0-), 

26,8 (£H 2 C(0)0-), 69,5 (CH 2 NH), 130-160 (C 60 ), 183,7 (C(O)O-). 

1 H-flMP (S, CD3OD): 1,16a (1H, J=6,0 Rfc -NH-), 1,26; 1,45 M 1,65 
30 (3m, 1H, 2H, 3H cooTBeTCTBe h ho , -(CH 2 ) 3 -), 2,18; 2,23 (2c, 0,2H, -NH...), 

2,34t (2H, J=7,2 R4, -CH 2 C(0)0-), 2,94yujnp.T. (0.4H, J=6,0 R4, J=1,8 Tm, - 

NCH 2 -), 3,6m (1H, J=1,8 fu, J=6,0 Tu, C 60 H). 
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1 H-flMP (8, DMSO-d6): 1,02a (0.4H, J=6,0 r M , -NH-), 1,22; 1,32 m 
1,52 (3m, 6H, -(CH 2 ) 3 -), 1,90; 2,08 (2c, 0.3H Ka>KAbiM, -NH...), 2,20t (2H, 
J=7,2 T u, -CH 2 C(0)0-), 2,68kb. (2H, -NCH 2 -), 7,46m; 8,17c (0.5H Ka^m, 
C 60 H), 12,08yuj.c (1H, -C(O)OH) ). 
5 1 H-flMP (8, D 2 0): 1,25m; 1,49m (2H, 4H, cooTBeTCTBeHHO, J=7,8 Tq, 

J=6,9 r M , -(CH 2 ) 3 -), 1,88fl (0.1H, J=1,6 fn, -NH...), 1,89 fl (0.1H, J=5,5 Tq, - 
NH...), 2,05fl (0,1H, J=1,6 Tu, -NH...), 2,24t (2H, J=7,3 fu, -CH 2 C(0)0-), 
2 > 82yiu.T (1.5H, J=1,6 r 4> J=7,5 r U , -NCH 2 -), 3,49m; (1H, J=5,5 r M , CsoH). 

CneAy»oa4Me CBOMCTBa npeAiaraeMbix coeflMHeHww o6ycnoBJieHbi 
0 npMcyTCTBiieM cpy/uiepeHOBoro *Apa b MO/ieKyjie. 06mine M3onnpoBaHHbix 
KpaTHbix cB«3ew nosBoraeT CHMTaTb cpyrmepeH nonwo/iecpMHOBow 
GMCTeMOft. rjjm Hero Haw6bnee tmiimmho npucoeAMHeHwe no KpaTHoi* cb*3m. 
Oh neiKo npMcoeflMHaeT HyicneocfcMJibi m CBoBoAHbie paAWKajibi, mto aenaer 

B03 M 0>KH bl M MCnOJlb30BaHMe noAo6Hbix BemecTB B KaMeCTBe 
> aHTMOKCMAaHTOB. 

TexHMMecKMii pe3ynbTaT M3o6peTeHMH coctomt b tom, mto co3AaH 
HOBbiw Knacc coeAMHeHMM - cpynnepeHnojiMKap6oHOBbix aHMOHOB o6mew 
cpopMy/ibi (1) 3a CMeT HyicneocpMJibHoro npMcOeAMHeHna k cpyjinepeHy 

aMMHOKMCJIOTbl no HeCKOJlbKMM ABOMHbIM CB*3*M C KOJIMMeCTBOM flByX 14 

6onee aMMHOKwcnoT. 

CoeAMHeHMM o6naAatoT hobwmm CBOMCTBaMM, omnnHbiMn ot 
cpyxiJiepeHa, /lyMLuew pacTBopMMocTbto b BOAe b omiiMMe ot aHanoroB, mto 
o6ecneMMBaeT BbicoKyto scpcpeKTMBHocTb BosAeMCTBM* H a 

MHCpMmipOBaHHbie KneTKM M HMSKytO TOKCMM HOCTb 3a*BJieHHblX COeAMHeHMM. 

Oco6eHHOCTbK) 3ay?BJi5ieMbix coeAMHeHMM ymnaeTCH ujmpokmm 

CneKTp npOTMBOBMpyCHOM aKTMBHOCTM B OTHOLLieHMM pa3JlMHHblX BMpycOB, 

naToreHHbix pj\a MenoBeKa, b tom HMcne BUM, Bnr, Brc. 

B 3KcnepMMeHTax noKa3aHo, mto npM Bcex MCcneAOBaHHbix 
cnocoSax sapaweHM* KneTOK hoa AetfcTBMeM coeAMHeHMM (popMynw (1) 
npoMcxoAMT MHrM6M P oBaHMe BMpycMHflyuMpoBaHHoro UMTonaTMnecKoro 
AeMCTBMA m CHMxeHMe ypoBHfl aHTMreHa BMpyca b Ky^bTypanbHOM jkmakoctm. 
TaK, npenapaT - HaTpMeBaa coiib cpynnepeHnoiiMaMMHOKanpoHOBOM 
KMcnoTbi b KOHLieHTpauMM 1 MKr/MJi o6ecneMM B an noxiHyto sai^MTy 



WO 2004/112804 



PCT/RU2004/000208 



13 

nepeBMBaewibix nw\/icf>o6nacTOi/iAHbix kjistok MenoBeKa MT-4 ot BwpycHoro 
MMTonaTMMecKoro flewcTBua (Milfl) BHH-1, B3*Toro b fl03e 100 TLiflso flo 7- 
10 cyTOK Ha6nfOfleHM5i nocne 3apa>KeHM« KneTOHHbix KynbTyp. ripii 
KOHueHTpaqMH npenapara 10 MKr/win Bwpyc b KynbTypanbHOM cpeAe He 
5 onpeAenHJicfi. B stmx KOHuempauiiflx v\ Bbiuje (ao 100 MKr/win) 
qtiTOTOKCMMecKoro a©^otbm5r npenapaTa Ha KneTKM He o6Hapy>KeHO. 
rioKa3aHO OTcyTCTBwe bjim^hmh 3a«BneHHbix coeAMHeHMM b n3yMeHHbix 
KOHLjeHTpaMMHX 1, 10 i/i 100 MKr/Mii Ha 6nocMHTeTMMecKne npoueccbi B 
KyjribType icneroK humcJdoliwtob b TeneHne 96-tw nacoB, ycrraHOBJieHHoe 

10 MeTOAOM 3JieKTpo4>ope3a 6enKOB m HyKnewHOBbix kmcjiot b 12,5% tlAAr c 
OKpacKow HMTpaTa cepeSpa no OTcyrcTBWo i/i3MeHeHMM SenKOBbix m 
Hyicnei/iHOBbix npocjDMnew. B KneTKax, MHc^wuwpoBaHHbix Bi/ipycoM 
MMMyHOAecj3ML4MTa MenoBeKa, nocne 24-48 MacoB KyrjbTUBwpoBaHUR 
npoc|>i/ini/i cna6ee, Mewi b HopManbHow Ky/ibType w b npwcyTCTBi/iw 

15 npenapaTa. B to >Ke BpeMfl, b npucyrcTBUM 3aflBneHHbix coeAMHeHWM b 
M3yqeHHbix KOHMempaui/iflx (1 w 10 MKr/wm) npo4>i/inw ' 
BnpycMHcj3fciLiMpoBaHHbix KJieTOK no HHTeHCMBHocTM m cneKTpy nonoc 1 
cooTBeTCTByHDT KOHTpojibHow KynbType. flpyrwe npon3BOAHbie cfcynnepeHa: ' 
c aMMHOMacrifiHOM m 8-awiMHooicraHOBOM KMCJioTawiM — noKa3anvi 

20 npoTMBOBwpycHyio aKTMBHOCTb b OTHOiueHi/iw BMM-1 Hi/iwe no cpaBHeHwo c 
aMMHOKanpoHOBofr (ripuwiep 4). 

3aflBneHHoe coeAMHeHne: HaTpuieBaa Sk conb 

c|DynriepeHnorii/iaMi/iHOKanpoHOBOM KwcnoTbi b KOHqeHTpaMMi/i 10 MKr/iwn 
o6ecneHMBajio nonHyto 3amwTy kneTOK nepeBi/iBaeMow KynbTypw noneK 

25 o6e3b*H (VERO) w <$i/i6po6nacTOB 3M6pwoHa MenoBeKa (M-21) ot 
LinTOAecTpyKTMBHoro newcTBiAa Bwpyca npocToro repneca (Bnr-1), B3*Toro b 
A03e 100 TUflso Mepe3 48 MacoB nocne 3apa>KeHW* icneTOMHbJX KynbTyp. B 
TeneHne Toro >Ke BpewieHM b KOHTponbHbix MHC^MLiwpoBaHHbix tcneTOMHbix 
KynbTypax, He noABepriunxca BOSAewcTBWK) npeAJioweHHbix coeAHHeHi/iii, 

30 npowcxoAHiia 100 % rw6enb KneTOK. CoeA^HeHMH cfropwiynbi (1) - 
npon3BOAHbie 4>ynnepeHa c pa3nnHHbiMi4 aMWHOKMcnoTawin - oTnwMajOTC^ 
npoTMBOBupycHow aKTWBHocTbK) b OTHOUieHiiw Bnr-1(npMMep 5). 
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OueHKy npOTMBOBMpyCHOM HKTHBHOCTH COeflUHeHMM cjDopMynbi (1) 

npoBOflM/iw Ha SKcnepuMeHTa/ibHOM MOflenw MHc^eKUMM, Bbi3BaHHOii Brc b 
KyjibTypax nepeBMBaeMbix KneTOK noneK 3M6pwoHa CBMHbM (Cn3B). B 
pa6oTe wcnonb30Bann MWTonaToreHHbiw LirraMM BMpyca renaTMTa C, 
5 OTHOcsqiiiMMCfi k reHOTwny 1b, b fl03e 10 Tqflso. TaK, HaTpneBaa conb 
ctDynnepeHnonnaMMHOKanpoHOBow kmcjioth b KOHLieHTpaqnM 100 MKr/MJi 
o6ecneHMBajia 100% >KM3Hecnoco6HOCTb BrC-MHcpMMMpoBaHHbix KneTOK Ha 
7-ofi fleHb nocne 3apa>KeHi/m HonyMeHHbie pe3ynbTa™ noKa3anw, mto 
npenapaT b KOHueHTpauww ao 100 MKr/Mn He o6naAaeT 14 wtotgkc mm ecK w m m 

10 CBOMCTBawin ahr KynbTyp KneTOK Cn3B. B ro>Ke BpeM*, b Kyjibrypax KneroK, 
MHc(3MLiMpoBaHHbix Brc, y>Ke k 4-wiy ah to pa3BMBanncb i4MTonaToreHHbie 
HBJieHU^, KOTopbie nopawanw 30-40% mohocjioh, a k 7-My ahio, K3k 
npaBiino, Bee BrC-MH($)MLii/ipoBaHHbie KneTKM norn6anw. FlpenapaT npoHBwn 
aHanorMMHyjo arcniBHocTb m b cnysae, KorAa BrC-MHcfrwuwpoBaHHbie KneTKM 

15 6bmn o6pa6oTaHbi npenapaTOM nepe3 24-naca nocne 3apa>KeHM5i. OAHaKo 
Han6oribLLiew npoTMBOBMpycHoii aKTOBHOCTbio npenapaT oSnaAaeT npw 
BHeceHMM ero OAHOBpeMeHHo c BMpycowi: TMTpbi BMpyca b KynbTypax KneTOK 
CIIOB CHM>Kaniicb Ha 7 r 4 Ig npw KOHueHTpauww npenapaTa 100 mkt/wui \a 3,0 
Ig » 50 MKr/Mn (flpwMep 6). 
20 YcTaHOBneH acfx^eicr Top Mo>KeH ma nponi/ufcepaqMii nepeBMBaeMbix 

KneTOK annTenwanbHoCf KapuwHOMbi nenoBeKa Hep2 noA B03AewcTBMeM 
3a«BneHHbix coeAtfHeHww. TaK, HaTpweBa* conb 

c^ynnepeHnonwaMMHOKanpoHOBOM KucnoTbi b KOHueHTpaqM^x 10, 50 m 100 
MKr/Mn (Haw6onee BbipaweHO npw 100 Mkr/Mn) T0pMO3WT o6pa30BaHne 
25 MOHocno* paKOBbix KneTOK Hep2, mto MO>KeT 6biTb oTpaweHweM ero 
BnwaHW* Ha MMTOTMMecKyio aKTMBHOCTb. TopMoxeHi/ie nponwc^epauiMM 

nOATBep>KAeHO CHM>KeHl/ieM CKOpOCTM 4>OpMWpOBaHWR MOHOCnOH, MeHbliiWM 

KonnnecTBOM 6enKOB b npo6ax, coAep>KamMx npenapaT, m CHn>KeHweM b hwx 
Kon wnecTBa HyKnewHOBbix KucnoT. nonyneHbi AaHHbie, CBMAeTenbCTBytomne 
30 06 oTcyTCTBMM MHAyKLinn anonT03a noA BnwflHweM npenapaTa: He 
3acjDMKCwpOBaHO c^parMeHTauwM flHK, He o6Hapy>KeHo nepepacnpeAeneHH* 
pacTBopuMow w MeMSpaHHoii cfDopM mPHK, CBMAeTenbCTByKDinero o 
bo3mo>khoctm Fas-3aBMCMMoro anonT03a (Flpi/iMep 7). 
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OapMaqeBTMHecKwe roTOBbie cfc>opMbi npenapaTOB coeflMHeHMM 
<£opMynbi (1) Moiyr SbiTb BbinonHeHbi b neKcfropwie a*™ opanbHoro unw 
napeHTepanbHoro Ha3HaMeHi/ifl flna Tepanww writ/i npocfcmiaKTMKH Bi/ipycHbix 

- HHcfDeKqwii w cocto^hmm, npw kotopnx noKa3aHO npuwieHeHne 

5 aHTWOKCWAaHTOB 1/1 aHTMAOTOB. 

CoeAMHeHwa CMeiunBatoT c o6bMHbiMH 4)apMaueBTHHecKMMM 

- HOCMTenfiMM m sKCLtenweHTaMW w ncnojib3yK)T b cfcopiwe Ta6neTOK, Kancyn, 
CBeMeii, Ma3eM, pacTBopoB a*ih WH-beKUUM w t.a- KoMno3Mi4ww, BKntoMaiomi/ie 
coeA^HeHMH cfropMynbi (1) , coAepacaT npuwiepHO 0,1-90 % no Macce 

10 aKTMBHoro coeAMHeHMR, Hai/i6onee npeAnoHTMTenbHO 0,5-10 %. 
CoeAMHeHMH HacTonmero M3o6peTeHMH MoryT npi/iMeHflTbca oparibHO, 
napeHtepanbHo win peicraribHO, BKntona* TpaAW4HoHHbie HeTOKCHMHbie 

(|DapMai43BTMM©CKM npneMJieMbie HOCWTeJIM, CTWMyJlflTOpbl l/l 

BcnoivioraTeribHbie areHTbi. Tanwe 4>apMaueBTMMecKMe KOMno3MMi/iw Moryr 

15 BbinycKarbCH b bwa© oparibHO npuwieHaeMbix Kancyn hjiw Ta6neTOK; 
cTepMjribHbix npenapaTOB pj\n MH*beio4Hw unw CBeMew. A™ opanbHoro 
npuMeHeHHH b bwao Kancyn w Ta6neTOK KOMno3i/ii4i/iw totob^t comacHO 
MeTOAawi, ujwpoKO M3BecTHbiM b o6jiacTW npwroTOBneHi/m 
<4>apMai4eBTMMecKMX pei4enTyp, w ohm MoryT coAep>KaTb 

20 MUKpoKpMCTaruiMHecKyio uermionosy, Kpaxwian ppa o6ecneHeHi/w Maccbi, 
CTeapaT Mami/m w naKT03y m/mjim Apyrwe sKcuwnweHTbi, CBfl3yiotAMe 
BemecTBa, pacuinpnTeriM, Ae3iiHTerpaTopbi, pa36aBi/rrenM u cMasbiBaramne 
BemecTBa, M3BecTHbie b nannon o6jiacTW. PacrBopbi An* nHteKMUM MoryT 
cfropwii/ipoBaTbCfl comacHO n3BecTHbiM MeTOAawi, c ncnojib30BaHneM 

25 HeTOKCMMHbix, napeHTepanbHO npi/iMem/iMbix pa36aBHTenew mjim 
pacTBopnTejiew, TaKMX KaK waHHMT, 1 ,3-6yTaHAMOJi, BOAa, pacTBop PMHrepa 
wnw M30TOHWMecKMti pacTBop xnopwcToro HaTpMH. npw peicrajibHOM 
npwMeHeHMH b BHAe CBeneCi Takwe Kowno3MLiww Moryr roTOBi/rrbCH nyTeM 
CMBUUMBaHHfi neKapcTBa c TaKMM He pa3Apa>KaK>iAnt^ 3KcuenneHTOM, KaK 

30 Macno KaKao, cwHTeTi/mecKwe mwuepwAHbie cno>KHbie 3<fcwpbi urm 
nonnsTMneHrnwKOJiM, KOTopbie HBJifltorcR TBepAbiMM BemecxBaMM npw 
o6bNHbix TeMnepaTypax, ho anaBHTCfl i/t/i/mw pacTBop*K)TCfl b peKTanbHoii 
nonocTM c BbiAeneHMewi neKapcTBa (npwwiep 8). 
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flpeAnaraeMbie coepyiHenvin iworyr SbiTb ncnonb30BaHbi Ana 
neMeHMfl MHCpeKmiM, Bbi3biBaewibix BUM, Bnr, BrC. JleneHMe 
MHcfjeKunoHHbix 3a6oneBaHMM nyTeiw B03AeMCTBM* cpapwiaLjeBTMqecKM 
npweMJieMbix fl03 coeflWHeHMflMM no cpopwiyjie 1 ocymecTB.nfleTCfl 
oflHOBpeiweHHO Ha HecKonbKMx BwpycoB w 3aTpariiBaeT pa3nwMHbie CTaflMM 
pennnKaMMw Bnpyca. noKa3aHO, mto jieneHwe conpoBo>KAaeTCfl CHMweHMeiw 
CTpeccoBoro acpcpeicra Ha BBefleHwe npenapaTa, ycmieHMewi 

aHTMOKCMflaHTHOM 3aiMMTbl OpraHM3Ma OT MHCpeKMMM. MHTOKCMKaMMfl 

opraHM3Ma xapaiaepHa ana TeqeHm? p*Aa BwpycHbix MHCpeKqMM m 
o6ycnaB/iMBaeT TawecTb 3a6oneBaHMfl. PacneTHbie flaHHbie noKa3ann, hto 
ypoBHM fl03wpoBOK nopflflKa 0,1-250 mjim 2500 wir/fleHb MoryT 
ncnorib30BaTbca neqeHwn mjtm npotpunaKTHKw yKa3aHHbix Bbiiue 

COCT05RHMM, npMMeM OpaJlbHbie fl03MpOBKM B 2-5 pa3 BblLUe. KOHKpeTHbIM 

ypoBeHb A03npoBOK w MacTOTa npneMa neKapcrBa ppa Ka>Kfloro KOHKpeTHoro 
15 naMMeHTa MO>KeT W3MeH5iTbc?j, w, 6yAeT 3aBMceTb ot Sojibuioro MMcna 

CpaKTOpOB, BKTIIOMa^l aKTMBHOCTb BbiGpaHHoro COeflMHeHtlfl, 

MeTa6o/iMMecKyK> CTa6mibHOCTb m ero Bpewm flewcTBUfi, B03pacT nauneHTa, 
Bee Tena, o6mee cocTonHwe 3flopoBb«, non, Twn w Bpewm npHwieHeHun, 
CKopocTb BbmefleHMfi, JieKapcTBeHHbie Kowi6MHai4MM (flpwiwep 9). 
20 Bo3Mo>KHbi coMeTaHM5i coeAMHeHMM cpopiwyribi (1) c ApyrnMw 

a HTM B M pyCH bl M H areHTaMM, MMMyHOMOAyJIJlTOpaMM, 

npOTMBOMHCpeKLlMOHHbIMM areHTaMM MJ1M BaKMMHaMM B pa3J!MMHblX 
KOM6MHaqMJ1X C J1l06blMM CpapMaLteBTMHeCKMMM COCTaBaMM, 

npeAHa3HaMeHHbiMM pjm JieqeHMfl. 



25 



KpaTKoe onncaHMe nepTexceM. 



Ha cpur. 1 npeACTaBneH cneKTp HaTpMeBOM cojim 
cpynnepeHnoriMaMMHOKanpoHOBoii kmcjiotw Ha MK-cneicrpoMeTpe «AVATAR 
30 320-FT.IR», NICOLET, CUJA, c nporpaMMHbiiw o6ecneHeHMeM EZ OMNIC, 
NICOLET, CII1A. 
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Ha dpvir. 2.1 - noATBep>KAeHne noA^UHHOc™ HaTpneBon conn 
c|3ynnepeHnonnaMMHOKanpoHOBOM KncnoTbi MeTOflOM HK-cneKrpoMeTpnn c 
noMombK) nporpaMMHoro oSecneMeHnn EZ OMNIC, NICOLET, CLJJA 
(HafiMMwe c^ynnepeHOBoro appa) 
5 Ha cpvir. 2.2 - noflTBep>KfleHMe noAnnHHOCTn HaTpweBOM conn 

cfcynnepeHnonnaMnHOKanpoHOBon KncnoTbi MeTOAOM l/IK-cneicrpoMeTpwn c 
noMou4b»o nporpaMMHoro o6ecneHeHnn EZ OMNIC, NICOLET, CUJA 
(aMMHOKanpoHOBa^ KncnoTa). 

Ha 4>nr. 3 - HK-cnercrpbi n nonocbi nornomeHn* o6pa3UOB 
10f HaTpneBow conn cfcynnepeHnonnaMnHOKanpoHOBon kmcjiotw, BbinonHeHHbie 
Ha MK-cneKTpowieTpe «AVATAR 320-FT.IR», NICOLET, CUJA, c 
nporpaMMHbiM o6ecneweHneM EZ OMNIC, NICOLET, CUJA. 

Ha c£nr. 4 - l/IK-cnetcrpbi n nonocbi nornomeHn* o6pa3MOB 
ct>yjinepeHnojiMaMMHOKanpoHOBOM n (fcynnepeHnonnaMnHOMacnaHon 
15 KMcnoT, BbinoxiHeHHbie Ha HK-cneiapoMeTpe «AVATAR 320-FT.IR», 
NICOLET, CULIA, c nporpaMMHbiM o6ecne4eHneM EZ OMNIC, NICOLET, 
CUJA. 

Ha cfrnr. 5 - TCX coeAnHeHnn 4>opMynbi (1). noKa3aHbi Tpn n$rma c 
Rf 0,82 0,71, 0,47 A^ o6pa3qoB HaTpneBon conn 
20 4)ynxiepeHnoriMaMMHOKanpoHOBOM KncnoTbi (AKK-15, AKK-21, AKK-22 - 
yKa3aHbi HOMepa cwHTe30B), An* HaTpneBon conn 
~ cfrynnepeHnonnaMMHOMaenHHon Kncnoxbs (AMK) - Rf=0,47, nnn HaTpneBon 
conn cjDynnepeHnonnaMMHOOKraHOBoi?! KncnoTbi (AOK) - Rf=0,82, cfrynnepeH 
ocTanca Ha cTapTe. 

25 Ha <$>nn 6 noKa3aHO Bnn^Hne coeA^HeHnw cfropMynbi (1) Ha 

6nocnHTeTHMecKiie npoujeccbi b KynbType nnM<£o6nacTonAHbix icneTOK 
qenoBeKa, nHcfcnLtf/ipoBaHHbix BWH-1, b TeneHne 96-tw nacos. 
npeACTaBneHbi snetcfpocfcoperpaMMbi 6enKOB: 

a) He3apa>KeHHon KneTOMHon KynbTypbi; 
30 6) MHcf)i4i4npoBaHHon BHM-1; 

b) He3apa>KeHHbix KneTOK b npncyTCTBnn npenapaTa (HaTpneBon conn 
ct>ynnepeHnonnaMnHOKanpoHOBon KncnoTbi) b KOHMempaLinn 1 MKr/Mn; 

r) BMM-nHc|3ni4npoBaHHbix c npenapaTOM 1 MKr/Mn; 
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A) He3apa>KeHHbix KneTOK b npi/icyTCTBuw npenapaTa b KOHU.eHrpauyiui 10 
MKr/Mn; 

e) BHM-MHc|DMi4npoBaHHbix c npenapaTOM 10 MKr/win. 

Ha <£wr 7.1, 7.2 ^ cpaBHMTejibHoe flewcTBue coeflMHeHUM cfropMynbi 
5 (1) (c|Dyji) n auMKnoBupa: 3amnTa KneTOK VERO (A) n M21 (5) ot 
MMTonaTHMecKoro abmctbh^ Bi/ipyca repneca, Tun 1. Hcnonb30BaHbi 
pe3yjibTaTbi, nonyneHHbie nnn HaTpneBow conn 

cjDynnepeHnonnaMMHOKanpoHOBOM KnenoTbi b KOHLieHTpaqMax 10, 50 m 100 

MKr/MJl. 

10 Ha <£nr. 8 - MeM6paHHan (a) n pacTBopwMa* (b) cjDopMbi Fas- 

aHTureHa npw B03fle£iCTBMM HaTpneBOM conn 

c[jynjiepeHnojiMaMi4HOKanpoHOBOM KwcnoTbf b KOHLtempaLiMflx 10, 50, 100 
MKr/Mn Ha nepeBMBaeMyK) KynbTypy KneTOK 3nMTeni4anbHoii KapLiMHOMbi 
MenoBeKa Hep 2. 

15 

nysuune npiiMepbi ocymecTBJieHM* M3o6peTeHM*. 

ripMMep 1. CnHTe3. XapaKTepucTMKa HeKOTopbix coeAHHeHnw 
cfDopMyribi (1). 

20 HaBecicy cfryjuiepeHa 2,5 r pacTBop*K>T b o-Anxnop6eH3one (o-flXB), 

Ao6aBn«KDT nonoBMHy o6"beMa nar-500 n Ka/weByio conb 
aMHHokanpoHOBow Ki/icnoTbi b MonbHOM oTHoiueHnvi 1:1 c: c fl3r 
PeaKLtMOHHyfo CMecb BbiAepaoiBatoT He MeHee 4-x wacoB npw rewnepaType 
70°C npn nepeMetunBaHHn. PacTBopuxenb yAajiflKrr, a ocaAOK BbicyuiHBatoT 

25 ao wcHe3HOBeHHf? 3anaxa o-flXB. CoeAMHeHun b kucjiom cfropMe noxiyqaioT 
nyTeM Ao6aBJieHW* okojio 120 mji 8% connnoih mcnorbt, pH paBeH 5,0, a b 
BMAe conn - nyTeM pacTBopeHi/ia b 0,1 h tmapookhcm HaTpi/m, pH paBHbitf 
7,0. BbixoA: 5,6 r npoAyKra, 224% no B3srroMy cjDynnepeHy. 

HaeecKy cfrynnepeHa 360 Mr pacTBopflK>T b TOJiyone. B pacTBop bhocht 

30 16 r KanneBow conn aMUHOMacn^HOM KncnoTbi n 50 rHSr-SOO. flanee kbk 
onncaHO Bbiuie. BbixoA: 540 Mr, 150% no B3*TOMy cfryrmepeHy. 

PacTBopuMOCTb cfcynnepeHa n ero npow3BOAHbix npnBeAeHa b 
TaSnnqe 1 . 

3AMEBWDfOII?Hfi JIHCT (HPABHJIO 26) 
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FlpMMep 2. 

CneicrpoMeTpuHecKoe wccneAOBaHne b HK-o6nacTM cneicrpa 
coeAWHeHMM c£opMyjibi (1) b BMfle KMcnoTbi nnn hx HaTpneBbix coneii 
vdipoBOAMJiM b flMCKe c KBr. Ana OToro 1 Mr npeflBapnTenbHO BbicyiueHHoro 
5 npenapaTa cMeLUHBanu b CTynKe c 150 Mr cneicrpoMeTpuMecKM HwcToro 
Kanufi 6poMMAa w cwiecb npeccoBanw npw A^B/iem/M 7,5-10 cm" 1 b TeneHiie 
2-5 MMH. 

Cneicrp nonyneHHoro o6pa3Lia cHMManw Ha MK-cneKTpOMeTpe 
«AVATAR 320-FT.IR», NICOLET, CLUA, c nporpaMMHbiM o6ecne4eHweM EZ 
10 OMNIC, NICOLET, CLUA. CneiopajibHbie napaMeTpbi: pa3pei±jeHwe 4 cm" 1 , 
cfropMaT - onTimecKan nnoTHOCTb, Anana30H 399-4000 cm' 1 , wacTOTa 
BbiSopKM 1.929 cm" 1 . 06pa6oTKy cneiapa npoBOAwnn nyTeM KoppeKMMW 
nnHMM H20/C02^(4)Mr.1). naparmenbHO b Tex >Ke ycnoBMHX CHUMaxin l/IK- 
cneicrpw norjioLueHMH cfcynnepeHa w wcnoxib3yeMbix b CMHTe3e 

15 aMMHOKHCJlOT. 

fln« HOATBep>KABHM51 npMCyTCTBWfl B 3aflBJieHHblX COeAMHeHUJlX 

awiMHOKMcnoTbi m cfrynnepeHa Mcnonb30Banw MetOA BbimrraHMH cneicrpoB c 
nocjieAytomew o6pa6oTKOM pe3ynbTaTOB c noMouubio nporpaMMHoro 
o6eeneMeHM« EZ OMNIC, NICOLET, CLUA ((Jwr. 2.1, 2.2). CoBnaAeHwe 

20 pucyHKOB HK-cneicrpoB n nonoc nomoLueHwa o6pa3qoB HaTpweBOM conn 
c^ynnepeHnoJiMaMMHOKanpoHOBOM KucnoTbi w cfDynnepeHnonwaMiiHO- 
KanpoHOBoft Ki/icnoTbi, nonyMeHHbix pa3HbiMM cm HTe3a m m # cocxaB mji o Bbiiue 
80% (Ha cjwr; 3 noKa3aHbi HOMepa cwHTe30B). CoBnaAeHwe pwcyHKOB i\m 
c^ynnepeHnonviaMUHOMacriHHOw w cjDyjinepeHnonnaMMHOKanpoHOBoCi 

25 KMcnot cymecTBeHHO HM>Ke (cfcwr. 4). 
ripuMep 3. 

: TCX. Pa3A©iieHMe coeAHHeHMM <4>opMyjibi (1) mstoaom TCX. 

ToTOBflT wcnbrryeMbie pacTBopbi coeAHHeHMM c^opMynbi (1): 
HaTpneBbix cojiew (fcyjijiepeHnojiwaMi/iHOKanpoHOBOW KMcnoTbi, 
30 c{)ynnepeHnonnaMViHOMacnHHOM m c^ynnepeHnonwaMMHOOKTaHOBOii b BOfle 
c KOHLjeHTpaMMeii 1 Mr/Mn. OynnepeH pacreopflioT b Tonyone. 
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Ha jiMHMK) CTapTa xpoMaTorpacpMMecKOM nnacrmw «Cnnycpon» 
pa3Mepowi 10x15 cm c tojiiamhom cno* 0,1 mm HaHocsrr 10 mkji (10 MKr) 
ncnbuyeMbix pacTBopoB. 

nxiacTMHKy cyuiaT Ha Bosayxe b TeMeHMe 10 mmh., 3aTeM noMemaioT 
5 b KaMepy co CMecb» pacTBopMTenefi cnwpT 6eH3on : 96% cnupT : BOAa 
(1:4:1,5) m xpoMaTorpacpupyioT bocxoa*U4Mm cnoco6oM. KorAa cppoHT 
pacTBopMTe^ew npofifleT okojio 10 cm ot jimhmm CTapTa, n/iacTMHKy 
BbiHMMaiOT M3 KaMepbi, cyuiaT Ha B03flyxe b TeneHwe 20 mmh. 

Ha xpoMaTorpaMMe o6Hapy>KeHbi Tpw njrma c Rf 0,82, 0,71, 0,47 
) An* cpynnepeHnojiwaMMHOKanpoHOBOfi, Ana cpyjiJiepeHnonwaMMHOMacnHHOw 
- 0,47, Ana cpy/inepeHnonMaMMHooicraHOBOM - 0,82, cpynnepeH ocTanca Ha 
cTapTe (cpur. 5). 

TCX. Ana ou.eHKM coAepwaHMH cbo6oah'ow aMMHOKMc/iOTbi b 
npenapaTe. 

TOTOB5IT MCnblTyeMbIM pacTBop HaTpweBow conn 
cpyn/iepeHno/iMaMMHOKanpoHOBO« kmchotm b boa@ c KOHMempaMMefi 1 
Mr/MJi. 

B KawecTBe cpaBHeHwyi wcno/ib3yioT BOAHbie pacTBopbi 
aMMHOKanpoHOBOM KucnoTbi (AKK) cneAyK>ui. M x KOHqeHTpaqMM: 0,05 mv/mh 
• (5%) m 0,01 Mr/MJi (1%). 

Ha JiMHMK) CTapTa xpoMaTorpacpMHecKow njiacTMHKM «Cnjiycpon» 
s*. pasMepoM 10x15 cm c TonuiMHOM cnon 0,1 mm HaHocyrr 10 mkji (10 MKr) 
ncnbiTyeMoro pacTBopa m no 10 mkji pacTBopos cpaBHeHwa. 

nnacTMHKy cymaT Ha B03Ayxe b TeMeHwe 10 mmh., saTeM noMemaioT 
b KaMepy co cMecbto pacTBopMTeneii cnwpT H-6yTMjioBWM : 96% crwpT : 
BOAa (2:2:1) ui xpoMaTorpacpMpyioT bocxoaahimm cnoco6oM. KorAa cppoHT 
pacTBopMTeneCi npoMAeT okojio 10 cm ot jimhmw CTapTa, nnacTMHKy 
BbiHMMaiOT M3 KaMepbi, cyuiaT Ha BosAyxe b TeneHne 20 mmh, saTeM b 
cyniMJibHOM uiKacpy npM TeMnepaType 95-100°C b TeneHMe 10 mmh. 
OxnajKAeHHyra ruiacTMHKy onpbiCKMBaioT 0,25% paoreopoM HMHrwApnHa b 
aqeTOHe, cyiuaT Ha BosAyxe b TeneHMe 5 mmh., saTeM b cywujibHOM WKacpy 
npM TeMnepaType ot 95 ao 100° C b TeneHMe 5 mmh. 
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Ha xpowiaTorpaMMe Mcnbrryewioro pacTBopa Kpowie ocHOBHbix njrreH 
AonycKaeTca HannMne nmna po30Boro LjBeTa, He npeBbiLuatomee no 
BenwHMHe m MHTeHCMBHOcm dKpacKM nama Ha xpowiaTorpawiwie pacTBopa 
cpaBHeHns (He 6onee 5% mum 1% cooTBeTCTBeHHo). 

5 ripwroTOBJieHne 0,25% pacTBopa HMHrMflpwHa . 0,25 r HMHrnflpwHa 

noMe^atoT b MepHyio Kon6y BWiecTMWiocTbto 100 win, pacTBopaiOT b 20 win 
aueTOHa, aoboaht o6i»eM ao wieTKM w nepewieuiMBaioT. PacTBop Mcnonb3yioT 
cBe>Kenp w roTOBneH hw m . 

ripuMep 4. OueHKa npoTMBOBupycHofi aKTWBHOcTM coeAWHeHnw 

10 cpopwiynbi (1) Ha wioAenn nMwicpo6nacTOMAHbix KneTOK MenoBeKa b 

OTHOliieHMM BHH-1 . 

KneTKM. l/lcnonb30Bann nepeBMBaewibie nMwicpo6nacTOMAHbie 
KneTKM MenoBeKa MT-4. KneTKM KynbTMBMpoBanw b KOHMeHTpauww 3,0- 
5,0-105 KneroK b 1 win cpeAbi RPM! 1640 c 10% cbiBopoTKM 

15 3wi6pwoHOB, 100 MKr/win rem-an/MMi/ma. >Kw3Hecnoco6HocTb KneTOK 
onpeAeJia/iM oKpacKoi* 0,4% pacTBopa TpnnaHOBoro cMHero. 

Bwpycbi. B KaMecTBe MCTOMHMKa BMpyca ncnoJib30Banw iirraMM BUM- 
1 899A , M3 Kon/ieKMMM LUTawiMOB Bi/ipycoB wwiwiyHOflecpMUMTa MenoBeKa HUM 
Bwpyconoruii mm. A-M- MBaHOBCKoro PAMH. 

20 B KaMecTBe nono>KMTenbHoro kohtpojih wcnojib30Banw peTpoBnp 

(a3MAOTMMMAMH) cpwpwibi GlaxoWellcome (BenMKo6pMTaHM*). 

OnpeAeneHwe npoTHBOBupycHbCi aicn/iBHOCTVi . HccneAOBaHMe 
npoTMBOBMpycHow aKTMBHOCTM npenapaTOB npoBOAMnw Ha MOAenw 
nMwicpo6nacTOMAHbix KneTOK b nnacTMKOBOM 24-nyHoMHofi naHenw. flo3a 

25 BMpyca 100 TMq 50 (50% TKaHeBa* MMTonaTMHecKaa A©3a). Kynbiypbi 
MHKy6wpoBanM npw 37°C b aTWioccpepe c 5% CO2 98% b n a>KH octm b 
TeMeHMM 5-7 AHew ao wiowieHTa ' yqeTa pe3ynbTaTOB. OnpeAeneHMe' 
aKTMBHOCTM npenapaTa ripOBQAwriM no MHrM6MpoB3HMio 
BnpycMHAyMnpoBaHHoro MMTonaTMMecKoro AetfcreMfl (Mllfl) b KynbTypax 

30 KneTOK m ypoBH* aHTMreHa BMpyca b KynbtyparibHOM >kmakoctm wieTOAowi 
MwiwiyHOCpepwieHHoro aHanM3a. 

nonHaa 3aii4MTa KneTOK ot BMpycHoro MFlfl OTWieneHa npM A03e 
npenapaTa (HaTpMeBOM conM cpynnepeHnonMawiMHOKanpoHOBOM KMcnoTbi) 1 
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MKr/MJl (Ta6n. 2). B 3THX KOHLjeHTpaLlWflX LIMTOTOKCMMeCKOe fletlCTBUe 

npenapaTa Ha ktigtkvi He o6Hapy>KeHo (Ta6n. 3). OnpefleneHa KOHLjeHTpaiJiMfl 
npenapaTa, npn KOTopofi nponcxoflWT ncMe3HOBeHwe Bnpyca b 
KynbTypanbHow cpefle (Ta6n. 5). I/teyMeHbi pa3HMHHbie cxeMbi BBeAeHH* 
5 npenapaTa (Ta6n. 7.1 w 7.2). floKasaHO, mto hw aMMHOKanpoHOBa* KMcnora, 
hi/i fl3r (Ta6nMua 6) noflo6HbiM scjxfceKTOM b othoujbhum HHrw6Mi4VM BMH 
He o6naAa»OT. 

l/teyneHi/ie snuamn coeflMHeHMM cfropMyjibi (1) Ha 6wocnHTeTHHecKwe 
npoMeccbi b icynbType icneTOK nwMcfcoLiMTOB, WHctwLiwpoBaHHbix BWM-1, 
10 npoBOAwnn MeTOAOM 3neKTpocfc>ope3a 6enKOB w HyKnewHOBbix kmcjiot b 
12,5% flAAr c OKpacKOM HMTpaTa cepe6pa. Flocne KynbTUBwpoBaHi/i* KneTKW 
oca>KAariMCb Mempwcfcyn/ipoBaHweM w noMemanwcb b pacTBop, 
coAep>KaiAMM: Tpnc, pH 8,0, 3flTA, tphtoh X305, PMSF. Pe3yrtbTaTbi 
OLieHMBaiiM no M3MeHeHMHM 6ejioK-HyKnenHOBbix npocfwrieii b mcxoahow 
15 KynbType, Bi/ipycwHcfctiLiMpoBaHHOM w b npucyTCTBi/iM npenapaTa b 
KOHMeHTpaqMflx 1, 10 m 100 mkiVmh npw B03AewcTBWM Ha He3apa>KeHHbie 
KneTKH w 1, 10 MKr/wm - Ha BM4-iiHct>i/iuwpoBaHHbie b TeneHwe 96-tw wacoB 
(Owr. 6). 

flpyrwe npon3BOAHbie cfrynnepeHa: HaTpneBbie cojim 
ct>ynnepeHnojiwaMMHOMacnHHott w cfcynnepeHnonwaMWHooKTaHOBow KticnoT- 
noKa3anw npoTMBOBwpycHyio a ktm b h ocn> b OTHoineHnw BHH-1 nvme no 
cpaBHeHMfo c cj^yjuiepeHnonnaMMHOKanpoHOBOw (Ta6ii.8 w 9). 

ilpMMep 5. OueHKa npoTMBOBupycHow aKTMBHOCTW coeAMHeHHw 
4>opMyribi (1) Ha MOAenn nepeBMBaeMbix KynbTyp KneTOK noMKW o6e3b*H 
(VERO) w cfc>n6po6nacTOB 3M6pwoHa MenoBeKa (M-21) b OTHomeHHw Bfir-1. 

KneTKM. B wccneAOBaHwn 6bmw wcnojib30BaHbi nepeBWBaewibie 
KynbTypbi KneTOK noHKi/i o6e3b*H (VERO) w cJ>w6po6jnacTOB 3M6pwoHa 
nenoBeKa (M-21), nonyseHHbie 113 KonneKLiww TKaHew 1/lHCTWTyTa 
Bnpyconornw mm. M.fl. HBaHOBCKoro PAMH. 

BwpycbL B nccneAOBaHMM 6bm ncnojib30Ban Bwpyc repneca 
npocToro (Herpes simplex virus), Tun 1, urraMM Jl 2 , pa3MHO>KeHHbiw b 
KneTKax VERO. 
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B KaMecTBe nonoKWTenbHoro KOHTpona wcnonb30Bann amnoioBnp 
cpMpwibi «A3T». 

MccneAOBaHne MMTOTOKcimecKoro flewcTBMJi. npenapaT (HaTpneByro 
conb cpynnepeHnonwaMWHOKanpoHOBOM Ki/icnoTbi) bhocmjim b 

5 • KOHueHTpauMJix 500 m 1000 MKr/win b KynbTypanbHyra cpefly 
HeMHCpuMnpoBaHHbix KneTOK Ha ctbamm o6pa30BaHnsi MOHocno*. 
Ha6niOAeHiifl 3a MccneAOBaHHbiwiii KynbTypawin b TeMeHMe 3 cyroK He 
o6Hapy>KMno ijmto AecTpy ktm b ho ro AetfcTBMH MCcneAyewibix BeiAecTB. 

3aiAMTHbiM acpcpeia HaTpneBofi cojim 

10 cpyjuiepeHnojiMawiMHOKanpoHOBOM KMcnoTbi b KOHqeHTpaqnax 1,0; 10 m 50 
MKr/win Msyqanca npw BHeceHMM npenapaTa Mepes 30 w 60 MMHyr nocne 
3apa>KeHMn KynbTyp Bwpycowi npw MHCpMUMpyiomeCi AQ3e Bnpyca b 100 
TUm 50 . nonyneHHbie pesynbTaTbi noKa3anw, hto npenapaTbi b 
KOHueHTpaunax 10 w 50 MKr/win o6ecneHMBanw nonHyro 3amnTy KneTOK 

15 VERO w M-21 ot MMTOAecTpyKTMBHoro p,eucTBvm Bnr-1 4epe3 48 naeoB 
nocne saparceHM* KneTOMHbix KynbTyp. Ha stom cpoKe Ha6n KDA eH msi b 
KOHTponbHbix MHcpwMMpoBaHHbix KneTOMHbix KynbTypax, He noABepnuMxen 
BosAewcTBMio wcnbrryewibix coeAMHeHMfi, oTMeManacb 100 % rw6enb KneTOK 
(<Dwr. 7)- B npwcyTCTBMM . H3f n awiwHOKanpoHOBOM KMcnoTbi b 

20 KOHMeHTpauwHX ot 10 "* M ao 10 2 M saiAMTbi KneTOK ot Bnr He 
Ha6nioAano cb - 

CoeAMHeHMH CpOpWiynbl (1) B 3aBMCMMOCTM ot a wi m ho km cnoTH oro 

paAMKana wwieioT pasnwHHyio npoTMBOBMpycHyro aKTWBHOcTb b oTHoiueHi/iw 
Bnr-1 (Ta6n. 10). 

25 flpMiuiep 6. OueHKa npoTMBOBwpycHOW aKTMBHOCTM coe am He h m m 

cpopwiynbi (1) Ha aKcnepMwiemranbHOM MOAenM MHCpeKUMM, Bbi3BaHHo« Brc b 

. KynbTypax KneTOK. 

B pa6oTe Mcnonb30BanM uMTonaToreHHbiM iirraMM BMpyca renawra 
C, oTHOcaiAMMcn k reHOTMny 1b. LLTraMM 6bin BbiAeneH M3 cwbopotkm kpobm 

30 6onbHOM XpOHMMeCKMM BMpyCHbIM renaTMTOM C, MAeHTMCpMMMpOBaH K3K 

BMpyc renaTMTa C. B MCcneAOBaHMM wcnonb30BanM MHCpeKUMOHHbie AQ3bi 
BPC, paBHbie 10 TI4A 50/20 MKn. 
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HccneAOBaHne npoBOflnnocb b naSopaTopww HMI/1 Bwpyconorwn 
mm. fl.H 1/lBaHOBCKoro PAMH. 

Bbinw Mcnonb30BaHbi bwcoko MyBCTBHTenbHbie k ui/iTonaToreHHOMy 
flewcTBMK) BrC KynbTypbi nepeBi/maeMbix KneTOK noMeK 3M6pnoHa CBMHbn 
5 (Cn3B) T nojiyneHHbie H3 cJwpMbi «HapBaK», Pocch*. Mx Mcnonb30Banw b 
BMfle OAHOAHeBHoro mohocjioh KneTOK, BbipanieHHoro b 24-nyHOMHbix 
nnacTMKOBbix naHenax. KynbTypw ktigtok CI13B BbipamwBann Ha cpe^e 199 
c 10% cbiBopoTKM 3M6pwoHa TeiiflT c Ao6aBneHi4eM myTawiMHa m 

aHTH6wOTWKOB (100 Efl/MJl). 
1° /Vl* TMTpOBaHMfl OCTaTOWHOM WH<J)eKI4I/10HHOCTW BWpyca 

Mcnonb30Bann xy >Ke jimhmkd KneTOK fiomkm 3M6pwoHa cBMHbw (C(13B). 

B onbiTe Mcnonb30Bann pasjiMHHbie pa3BeAeHna npenapaTa 
HaTpweBOM conn G^ynjiepeHnonwaMMHOKanpoHOBoii KwcnoTbi — ot 100 
MKr/MJi w HM>Ke Ha cpeAe 199. Ana my^em^ npoTMBOBupycHOM aKTMBHOCtn 
15 npenapaTa, era b pa3nwMHb?x KOHLteHTpaquHX bhocmjim b Kyjibrypw KneTOK 
Cn3B b mombht 3apa>KeHW* w qepe3 24 naca nocne 3apa>KeHWH BwpycoM 
renawra C Ha nyHKy b 24-nyHOMHbix nnacri/iKOBbix KyjibTypa/ibHbix naHenax. 

>KM3Hecnoco6HOCTb Ky/ibTyp KneTOK Cn3B, MHcjMLtMpoBaHHbix m 
HeMHcjDMMMpoBaHHbix BFC, M3yMann Ha 7-w AeHb nocne 3apa>KeHM*. 

An* onpeAeneHMfl ocTaTOMHOM MHcfreKHMOHHofr a ktm b hocth BrC 
npo6bi KyjibTypaiibHOM >kmakoctm OT6wpanw M3 nyHOK Mepes Tpw ahh nocne 
o6pa6oTKM npenapaTOM MHC^ML^npoBaHHbix khbtok m TmpoBanw Ha 
KynbTypax KneTOK C113B. HHcfceKUMOHHyra a ktm b hoctb BrC yMHTbiBanii no 
pe3ynbTaTaM TWTpoBaHM^ Ha 6-7 AeHb nocne 3apa>KeHi/m, KorAa 
25 pa3BMBanocb MaKCMManbHoe MWTonaToreHHoe fleficTBwe BMpyca, wcnonb3y* 
c{)opMyny Pi/iAa m MeHMa Ann noAcweTa TWTpa Bi/ipyca renaTMTa C. 

nonyneHHbie pe3ynbTaTbi noKa3anw, hto npenapaT b koh LjeHTpaLtM w 
AO 100 MKr/Mn He o6naAaeT MMTOTOKCi/mecKHMw CBowcrBaMW a*** KynbTyp 
KneTOK CriSB (Ta6n. 11). 
30 npenapaT b KOHi4eHTpai4MM 100 MKr/Mn o6ecnem/iBan 100% 

>KM3Hecnoco6HOCTb BrC-HHc{)MLiMpoBaHHbix KneTOK Ha 7-om A©Hb nocne 
3apa>KeHM« (Ta6n. 12). B stwx >Ke ycnoBwax npenapaT pea<£epoH 
MHAyqiipoBan TaioKe 100% Bbi>KMBaeMOCTb KneTOK. 



20 
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B Towe Bpewin, b KynbTypax KneTOK, MHCpnunpoBaHHbix Bi~C b A03e 
10 TMfl 50/KneTKa, ywe k 4-wiy ahkj pa3BMBanwcb LjMTonaToreHHbie flBneHwa, 
KOTopbie nopa>Kann 30-40% wic-Hocnoa, a k 7-wiy ahhd, KaK npaBwno, Bee 
BrC-MHCpMLiMpoBaHHbie KneTKM norn6anw. 

5 npenapaT npoaBwn aHanoirmHyio aKTMBHOCTb w b cnynae, KC-rAa 

BrC-MHCpMMwpoBaHHbie KneTKM 6binw o6pa6c-TaHbi npenapaTOM Mepe3 24- 
Maca nocne 3apa>KeHi/ia. OAHaKO Han6ojibUjew npoTMBOBwpycHow 
aKTMBHocTbio npenapaT o6naAaeT npw BHeceHMM ero oAHOBpewieHHo c 
BMpycowi: TMTpbi Bwpyca b KynbTypax KneTOK CF13B CHMMcanwcb Ha 7,4 Ig npw 

10 KOHueHTpaqnw npenapaTa 100 MKr/win w 3,0 Ig - 50 MKr/win (Ta6n.13). 

HpuMep 7. BnMHHue coeAMHeHMM cpopwiynbi (1) Ha nponwcpepauwKJ 
nepeBMBaeMbix KneTOK anwTenwanbHOM KapMMHOMbi nenc-BeKa Hep 2. 

B 3KcnepnwieHTax ncnonb30BaHa cyroMHan KynbTypa KneTOK Hep 2 
14 naccawa - nepeBMBaewibie KneTKM anMTenwanbHOM KapuMHOMbi 

15 MenoBeKa. 

Pc-CTOBa* cpeAa coAep>Kana AMEM + rnyraMMH+aHTMSMOTMKM +5% 
<J>BC (cpeTanbHasi 6biMbfl cbiBopoTKa). noAAepwMBaioiAajR cpeAa - 
flMEM/wrna c ABOMHbiM Ha6opowi awiMHOKMcnoT m bmt3MMHob + 

myTaMMH+aHTM6MOTMKM +1 0% CblBOpOTKM KPC. 

20 M3yMeHMe BnMflHM* npenapaTa Ha npMwiepe HaTpMeBOM conn 

cpynnepeHnonMawiMHOKanpoHOBOM KMcnoTbi Ha 6MOCMHTeTMMecKwe 
npdueccbi b KynbType KneTOK noKa3ano, mto npenapaT b MsyneHHbix 
KOHM6HTpaMM«x 10, 50 m 100 MKr/win Bbi3biBan Bbipa>KeHHoe Topwio>KeHMe 
nponwcpepauMM KneTOK Hep 2. HaMSonee Bbipa>KeHO aepcpeicr Bnw*HM* 

25 npoflBMncfi Ha ceAbMbie cyrKM npw 100 MKr/win: nonBMnMCb pa3pbiBbi 
MOHOcnoa, b KynbTypanbHOtfi cpeAe mhoto KOHrnowiepaTOB KneTOK. 

MoHocnofj cHMManw co CTeKna b 06-bewie cpeAbt 500 Mien. 
Oca>KAanM KneTKM M3 200 Mien, pecycneHAwpoBanM b nMswpyioiAeM 6ycpepe, 
npoBOAwnw 3neicrpocpope3 6enKOB b 12,5% nAAr g OKpacKOM KywiacM. 

30 Ha BTopbie cyTKM w Haw6onee apKO Ha ceAbMbie cyrKM Ha6nK>Aanw 

CHM^eHwe Bbipa>KeHHOCTM 6enKOBbix npocpMnew npM M3yqeHHbix 
KOHueHTpaqMflx npenapaTa no cpaBHeHMio c KOHTponeiw, mto MC-weT 
cBMAeTenbCTBOBaTb 06 yMeHbiueHMM KonMMecTBa KneTOK M3-3a TopMo>KeHMa 
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MMTOTMMecKOM aKTMBHOCTM fcneTOK b npwcyTCTBMi/i npenapaTa. Ha 7 CyTKW 
b 03fl6 \a ctb v\9\ npenapaTa Ha6njoflaiii4 CHM>KeHne KonwwecTBa flHK no 
cpaBHSHMto c KOHTponeM. IlpoBepKa HanuMMfi c^parMeHTaqnw flHK noKa3ana 
ee oTcyTCTBMe; t. npoflBJieHww anorrro3a He o6Hapy>KeHO. 
5 C LiexibK) ycTaHOBnemifl bjimahmh npenapaTa Ha BHyTpwKneTOMHbie 

6nocwHTeTMMecKwe npoi4eccbi npoBeAeH aHann3 CMHTe3a w co3peBaHMH b 
KneTKax Hep2 mPHK Fas-amweHa. Fas-aHTMreH *BJi*eTca 6enKOM- 
peqenTopoM cumana nporpaMMMpoBaHHOM rn6enM KneTOK - anonT03a - m 
Mo>KeT cymecTBOBaTb b flByx c^opwiax - wieM6paHHOM m pacTBopMMOM. 
10 lloKa3aHO f mto b npucyTCTBMM npenapaTa npowcxofliiT nepepacnpefleneHne 
aribTepHaTMBHbix cftopM mPHK Fas-aHTwreHa, mto cb m AeTen bCTByeT o 
BJiMfiHwn npenapaTa Ha 6wocwHTeTMHecKMe npoLieccw b KneTKax Hep2 Ha 
ypoBHe TpaHCKpwnTOHa, oflHara, nepecTpowKM, CBUfleTenbCTByfOLLine o 
bo3mo>khoctm peann3aL^nn Fas-3aBMCMMoro anonT03a OTcyTCTByfOT (cf)Mr.8). 
15 ilpMMep 8. B KanecTBe npwwiepoB A03npoBaHHbix cfcopM cornacHo 

M3o6peTeHMio npwBefleHbi cneAyfOLLine cocTaBbi: 

Cynno3MTopwM peioranbHbie, b cocTaB KOTopwx bxoa*t coeflMHeHMfi 
4>opMyjibi (1) - 0,1-200 Mr, o6biHHO 5-20 Mr, nponnjieHrnnKorib ao 10%, 
nunocjDMjribHafi ocHOBa ao 2 r. 
20 . Kancynbi: coeAMHeHwa cfropMynw (1) - 0,1-1000 Mr, o6biMHO 50-200 

Mr, kpaxMan mum ero 3aMeHMTerib - ao Heo6xoAMMoro KoiiMMecTBa pj\9\ 
3anonHeHM^ Kancyribi. 

PaCTBOpbl PJ\9\ MWbeKMMM BKnKDHaiOT COeAM HeH Mfl (fcopMyjibi (1) - 

0,1-1,0 % ot o6"beMa, o6biMHO 0,5%, xnopwcTbiM HaTputt 850 Mr, xnopwcTbiM 
25 Kan mm - 30 Mr. BoAa pj\9\ MH*beKi4MM ao 100 mji. 
llpMMep 9. 

BonbHOM A, 1981 roAa poa<AeHM*, paHee He nonyqaBUJMM 
npoTMBOBMpycHbie npenapaTbh C aBrycTa 2003 roAa ycraHOBneHa 3A 
CTaAwa 3a6oneBaHM3qi. flMamocTMpoBanM L4MB-MHc})eKi4Mio, naTeHTHoe 
30 TeMeHMe, KaHAMA03 poTornoTKM m MoneBbiBOA^mMX nyTefi, npocTOM repnec, 
peuMAMBMpyiomee TeweHMe. ConyTCTBy^mMe 3a6oneBaHM*: xpoHMMecKMM 
nnenoHe<|)pMT, pei4MAMBMpyK)inMM 6aKTepwanbHbiM, xpoHMHecKMM renaTMT C 
c hm3kom pennMKaLiMeM. HcxoAHbie AaHHbie na6opaTopHoro aHanM3a: 
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KonMM6CTBO PHK b n/ia3Me 1200000 Konwrt/MJi, tmtp Biipyca b nuMCpoMHTax 
paBeH 1 : 8, KOJivmecTBO T4-jimmcpoumtob 59 mm 3 , HanwMwe aHTi/rren k BI/IH- 
1. l/13-bflBwn Ao6poBonbHoe >KenaHi/ie Ha neMeHwe c noMoii4bio npenapaTa 
comacHO M3o6peTeHMK). JleneHwe npoBOAnnocb no cnenytomevi cxeue: 

5 nepBbiw MecflM npenapaT (HaTpweBaa conb 

cpyn/iepeHnojiwaMMHOKanpoHOBOM khcjiotw) - CBeMM no 20 Mr peicranbHO 
Ka>KnbiM AeHb no oahom CBene b TeMeHwe 3-x MecflqeB. 

BonbHoii B, 1980 roAa po>KAeHWfl. YcrraHOBJieHa BUIH-i/iHcpeKLiMa 3A 
v cTaAwa c aBrycTa 2003 roAa. PacnpocTpaHeHHa* repne-rvmecKaa MHCpeKUWfl 

10 c nopaweHweM reHMTanww, naxoBbix w aroAWHHbix o6nacTeM. KaHAMA03 
poTomoTKM. UlMB-MHCpeKUwn naTSHTHO© TeneHMe. ConyrcTByioiAiie 
3a6oneBaHwyi: xpoHMMecKMM renaTMT B i/iHTerpaTi/iBHa* cpopMa. McxoAHbie 
xia6opaTopHbie AaHHbie: KOJiMMecTBO PHK b nna3Me 140000 Koni/w/Mn, 
tmtp Bnpyca b jiMMCpoHMTax paBeH 1 : 4, Koni/mecTBO T4-ni/iMcpouMTOB 163 

15 mm 3 , T-MHAeKC paBeH 0,6, o6u4ee Koni/mecTBO ni/iMCpom/iTOB 0,53 x10 6 / mji, 
HanwHwe aHTMTen k BI/lM-1 , mto no3BOJineT cAenaTb bwboa o 3a6oneBaH i/i w . 
l/l3t*Bwn Ao6pOBOJibHoe >KenaHwe Ha neMeHne c noMoiAbio npenapaTa 
comacHO M3o6peTeHMio. JleHeHwe npoBOAMJiocb no cneAyiomew cxeMe: 
cBeMM no 20 Mr peicrajribHO Mepe3 Tpw aha no oahow CBeMe b AeHb b 

20 TeweHwe 3-x MecaueB. flaHHbie KnwHMMecKMX aHann30B nauweHTOB 
npuBeAeHbi b Ta6jii4ne 14. 

Hcnojib30BaHne npenapaTa comacHO M3o6peTeHMK> noKa3biBaeT 06 
ynymiieHMM cocTOflHCia nai4weHTOB. 

25 



30 



35 



WO 2004/112804 



PCT/RU2004/000208 



,,28 

Ta6niiL|a 1. 

PacTBopwMocTb cfrynnepeHa m ero npow3BOAHbix. 



C o en i/i w e> h \a p 


PacTBopnTe 


Bofla 


JleflHHa^ 
yKcycHas* 

KMCJIOTa 


Tanyon 


o- 

flnxnop6eH3 
on 


Ct)\/n nf^nf^u 


HcT 


HGT 


fla 


fla 


cDynnepeHnonnaiwuHOKanpoHOB 
aa Ki/icnoTa 


HeT 


fla 


HeT 


HeT 


HaTpneBa^ conb 
cfcynnepeHnonwaMMHOKanpoHOB 

OW KMCnOTbl 


fla 


fla 


HeT 


HeT 


HaTpweBa^ conb 
cf)ynriepeHnojiMaMMHOMacn5iHoet 

KUCJlOTbl 


fla 


fla 


HeT 


HeT 


HaTpneBap conb 
4>ynnepeHnojinaMMHooKTaHOBo 

Vi KMCJIOTbl 


fla 


fla 


HeT 


HeT 



Ta6nima 2. 

MccneflOBaHMe npoTMBOBupycHOw amiBHOCTM HaTpneBotf conn 
c^ynnepeHnonwaMMHOKanpoHOBOM KwcnoTbi b OTHoweHMw Bwpyca 

HMMyHOfle<j>HUHra HejioeeKa (BER-l) Ha moacjih JiHM4)o6jiacTOHOTbix icneTOK (5 

#eHi>). 



YcnoBMH onbrra, 


>KM3Hecnoco6HOCTb 
tcneTOK,_% 


KonimecTBo 

KneTOK B1 MAX 

1000 


I4n3/CMHI4MT 
WW, % 


KoHTponb KneTOK* 


89 


1566 


0 


KoHTponb Bwpyca** 


35 


188 


100 


ripenapaT, 


0,25 


67 


1000 


50 


0,5 


71 


1299 


25 


1.0 


79 


1466 


0 


10 


87 


1633 


0 


100 


89 


1500 


0 



ripMMeMaHMe: * - KOHTponb HeMHCjDMLlMpOBaHHblX KneTOK 

**- KOHTponb Bnpyca - 100 Tl4fl 50 
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Ta6jiwi4a 3. 

MccneAOBaHne ^totokcmmhoctw HarpweBOM conn 
cjDynjiepeHnonwaMUHOKanpoHOBoCi KMcncrrbi Ha MOAenw nuMc^oSnacTOMAHbix 



KneroK MenoBeKa. 


Ycjiobmh 


>KM3Hecn0CO6HOCTb KJ16TOK, % 


KojiUMecTBO KneTOK b 1 mjix 


onbua, 




1000 


KoHTponb 


93 


966 


KneTOK* 






ripenapaT, 


85 


866 


100 MKr/MH 







npwwieMaHne: * - KOKrpanb Hei/iH<t>w4wpbBaHHbix kji^tok 



Ta6iiMLia 4. 

MccneflOBaHMe aicn/iBHOc™ pecf>epeHonpenapaTa «PeTpoBi/ip» (0,3 mkt/mji) b 
OTHOLueHMM Bwpyca MMMyHOAe4>ni4i4Ta MenoBeKa Ha MOflenw KynbTyp kjistok 



YcnoBM^ 
onbiTa, 

MKr/MJl 


>Ki43Hecnoco6HOCTb 
KneroK, % 


KonwHecTBo KneTOK b 1 
win x 1000 


14n 3/ CM H I4HTH V\ , 

% 


KoHTponb 

KJ16TOK* 


93 


1300 


OS 


KOHTpOflb I 

Bwpyca** 


6 


«300 


100 


PexpoBnp 


92 


1200 


0 



ripi/iMeMaHMe: * - KOriTporib Hei/iHcfDwuwpoBaHHbix KneTOK 



- KOHTponb Bwpyca - 100 TMAso 
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Ta6jiiiua 5. 

HccneflOBaHwe aKTWBHocTw npenapaTOB b oTHOweHW/i Bwpyca 
MMMyHOflecjDMLiMTa MenoBeKa Ha MOflenw KyxibTyp KneTOK MeTOflOM 
MMMyHocjDepMeHTHoro aHann3a (6 AeHb). 



ilpenapaT 


KOHLieHTpaLlMH, MKr/MJI 


OnTMMecKaa nnoTHocTb 


KOHTpOJlb KneTOK 




0,073 


KoHTpoxib Bnpyca 




1,583 


PeTpoBwp 


0,3 


0,055 


HaTpweBayi conb 
cpynnepeHnonMaMMHO- 

KanpOHOBOM KMCnOTbl 


0,5 


2,147 


1,0 


0,165 


10 


0,074 



npuMenaHne: 3HaweHMH > 0,086 nonoKMTenbHbie Ha BUM 



Ta6juftia 6. 

HccneflOBaHwe aicntBHocTw I13r b otholughi/ih BMpyca MMMyHOAecfwLiMTa 
MenoBeKa Ha MOAenw KynbTyp KneTOK (6 AeHb) 



YcnoBM* 
onbua 


TOKCMMHOCTb 


BMH-MHCpeKi4i(Wi 


>KM3He- 

cnoco6Hoc 
Tb KneTOK, 

% 


KonnnecTBo 
KneTOK x 

10 3 /MX1 


>KM3He- 
cnoco6HOCT 
b KneTOK, % 


Koni/mecr 

BO KneTOK 

x 10 3 /win 


CMH14MTMM, 

% 


KoHTporib 
KneTOK 


96 


1500 






0 


KOHTpOJlb 

Bwpyca 






42 


<300 


100 


nsr, lO^M 


92 


499 


47 


366 


100 


nar, io 3 m 


95 


460 


48 


433 


100 


nar, io 2 m 


57 


<300 


47 


<300 


100 
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Ta6nwua 7.1 

ripOTMBOBI/ipyCHafl aKTHBHOCTb H3TPM6B0M COHM 

c(DynnepeHnontiaMWHOKanpoHOBoi?i KucnoTbi b 3aBWCi*MocTU ot cxewibi 
ah npenapaTa Ha MOAenw nwM(£o6jiacTouiAHbix KneTOK MenoBeKa b oTHOLueHMM 

BHH-1. 



YcnoBHJi oribrra, 
mkt/mji 


>Kw3Hecnoco6HOCTb 
KneTOK, % 


Koni/mecTBo KneTOK 
b 1 win x 1000 


I4n3/CMHI4MTMM, 

% 


KOHTpOJlb KJleTOK* 


96 


1100 


0 


KOHTpOJlb 

Bwpyca** 


38 


<300 


100 


npenapaT 3a 2 m 
AO 

MHCpMMMpOBaHWyj 


96 


1100 


0 


npenapaT + 
Bi/ipyc 

OAHOBpeMeHHO 


94 


1100 


0 


npenapaT 1 m 
nocne 

MHCtDMMMpOBaHMH 


92 


1100 


0 



WO 2004/112804 PCT/RU2004/000208 

32 



o 
s 

ts 

o 

s: 
o 

OQ 
CO 
CO 

GO 
JQ 

fS 
5 
i 

o 

CD 

o 

X 

o 

CL 
CO 

o 
s 

CO 

§ 

X 

<D 
CL 
CD 

c; 
-8- 

O 

o 

OQ 

a> 

CL 
h- 
C5 
X 

.a 

& 

o 

X 

m 

CO 

o; 

CO 
X 

o 

f— CL 

lz 



3* 
03 



x 

CD 

3 
o 

X 

I- 
o 

CO 

CD 
0Q 

o 
c; 

0) 

X 

g 

CD 



X 
X 



O 
CO 

c; 
10 
o 

-8- 

c; 
c; 

<D 

o 



X 
<D 

0O 



CO 
X 

CO 

h- 

CO 
CL 
CO 

cz 

CD 
CL 

c 



CM 



X 
CD 
O 
CD 
X 
CD 

8 

o 

X 
J3 
X 

c; 

CO 

CO 
Q_ 



CD 
CD 



CO £ 

ZT x 
s 
o 



CD O 
X X 
CO ID 

i§ 

o 



o 



o - 
CD O 



J3 

CD O 

X X t£ 

to ID O 

s o tr 

O CD 
O 



CD 

X ^ 

CO p 

CO h- 

3 g 



o rr 
^ s 
CO » 



S CO 

OQ H 

8 1 

£ ° 



00 



CO 



to 



+ 



+ 



CO 



CM 



o 
o 
to 

OJ 



CD 



<D 
X 



* t: 



-D 

o o 
x c: 



o 
o 



CM 
CO 



JO t 

o 3 

CD c 

oa o 



CO 



CO 
CO 



o 
o 

CO 
CM 



CO 
CO 



CD 



J3 

c; co 

o o 

CL 

|u Q. 

x s 

O CD 



o 
o 
in 

CM 



CD 



<D c 
03 O 











CO 




CO 




ap 


ap 




en 


*c 


en 




Q_ 




CLO 


EZ 






T — 



LO 



CD 



+ 
to 

o 



o 
o 
o 

CM 



CO 
CO 



CO 



I- rr 

§-1 

CD 2 
CL_ 
LZ 



CD 



O 
CD 
CO 
CM 



co 



co 



is 

CLO 



1^. 



to 
o 



o 
o 



CO 
CO 



co 



3T 
CM 



+ 

to 
o" 



CD 



CD 
CO 



o 



o 
o 

CO 



o 
o 

CM 



CO 
CD 



CO 



CM 











CO 




CO 




ap 




ap 




en 




CD 




CL 




CLO 


LZ 


^~ 1 







CO 



co 



3" 

CM 



CO § 



WO 2004/112804 



PCT/RU2004/000208 



33 



CO 


o 




o 


o 




3,5+ 


3,0+ 




5> 




co 


o> 
oo 






to 

CO 


<o 


o 




o 


o 




+ 

in 

CM 


+ 

ID 

x — 




o 
o 

CO 
CM 




o 
o 

CM 
CM 


o 
o 

CD 
CM 




o 
o 


o 
o 
m 




CM 

CD 




r-- 

CO 


a> 

CO 




CD 
CD 




CO 


CO 




a> 
X 


1- 
a> 
X 




CO 

d 


CO 

d 


CM 


3" 

CM 




^ CO 
CM £ 

o 


CO 

CM £ 
O 




CO 

CM £ 


CO 

y CO 
CM £ 

o 




II 

CO ^ 

§ s 

ao 




CD 2 


I"? 

M 

CLO 




CO *^ 


II 

CO ^ 



WO 2004/112804 • PCT/RU2004/000208 

34 



Ta6mi!4a 8, 

WccneflOBaHwe umtotokcmmhocth npenapaTOB npon3BOAHbix <£y.n.nepeHa Ha 
MOflenw ni4Mc|Do6iiacToiiflHbix KneTOK MenoBeKa b oTHOineHnn BHM-1. 



npenapaT 


KoHMeHTpauwfl, mkt/mh 


100 


300 


>Kw3Hecnoco6HO 

CTb KJieTOK, % 


KOJlMMeCTBO KJieTOK 

x 10 3 /Mn 


>Kw3Hecnoco6 

HOCTb KneTOK, 

% 


KonnsecTBo 
KneTOK x 
10 3 /Mn 


AMK* 


76 


150 


79 


60 


AOK* 


79 


150 


82 


150 


KOHTpOJIb 

KneTOK 


95 


250 







Ta6nwi4a 9. 

npoTMBOBMpycHan aKTMBHocTb npow3BOflHb«x cfcynnepeHa Ha MOAanw 
jiMMcf)o6nacTOMflHbix KneTOK nanoBeKa b OTHOLueHWi BI/1H-1. 



Yc/iOBi/m onbiTa 


KOHLteHTpai4Mfl 

npenapaTa, MKr/wm 


>Kn3Hecnoco6HOc 
Tb KneTOK, % 


L4n3/CMHI4MTM 
M, % 


KOHTponb KJieTOK 


0 


87 


0 


KoHTponb Bnpyca 


0 


42 


100 


AMK* 


0,1 


52 


25 


0,5 


65 


15 


1,0 


71 


10 


10,0 


72 


0 


AOK* 


0,1 


50 


25 


0,5 


53 


25 


1,0 


57 


25 


10,0 


60 


0 



AOK — 
AMK — 



HaTpneBan co/ib cpynnepeHnonwaMMHooKTaHOBOM KwcnoTbi 
HaTpweBaji conb cpyjinepeHnonwaMWHOMacnsiHOM KwcnoTbi 
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Ta6xiMMa 10. 

MccneflOBaHne npoTiiBorepneTWHecKow aicri/iBHOc™ npon3BOflHbix 



cfDynilepeHa 

Ha MOflenn Kynbiypbi KneTOK noHKW o6e3bflH (VERO). 



ripenapaT 


KoHLieHTpauMfl, mkt/mji 


CTeneHb 3aLqwTbi ot Mflfl Bi/ipyca, % 


A* 


B* 


AMK 


1,0 


0,0 


33,3 


10,0 


33,3 


33,3 


25,0 


100 


100 


50,0 


100 


100 


AOK 


1,0 


33,3 


100 


10,0 


100 


100 



Bi/ipyc: Bnr-1, IOTLJAso/mji 

*BpeMH KOHTaicra BemecTBa c icneTKaMi/i: A — 24 naca, B - 48 nacoB 



Ta 6x11414a 11- 

mMTOTOKCMMeCKWe CBOMCTBa HaTpweBofr COJlil 

(^ynnepeHngjTMajyiMHOKanpoHOBOM Kwcncrrbi b otholubhmm KynbTypw 
nepeBMBaewibix KneTOK ncweK aMSpwoHa CBUHbw (CflSB). 



KyjibTypa 
KneTOK 


% norwSuiMX KneTOK npn 3Kcno3Mi4nw c pa3HbiMM 
KOHueHTpaLtMflMM rtpenapaTa b Tenem/ie 48 nacoB (b MKr) 




100 


50 


25 


12,5 


6,25 


CflSB 


0 


0 


0 


0 


0 
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Ta6nnina 12. 



>Kw3Hecnoco6HocTb BrC-MHcfMLjwpoBaHHbix KyiibTyp ktistok CI13B b 
n p wcyTCTB v\ m HaTpweBow conn c^yjiJiepeHnonnaMMHOKanpoHOBOM KucnoTbi Ha 

7-oii fleHb nocxie WHcjDWLtf/ipoBaHiifL 



Cxewia 
BBefleHMa 

npenapaTa 


% Bbl>KMBLUMX KJISTOK CI13B 


KoHueHTpamiM npenapaTa, b MKr/Mn 

KOHTpOJlb 


100 


50 


25 


12,5 


6,25 




B MOMeHT 
MHCjjeKMMM 


100 


75 


0 


0 


0 


0 


Mepe3 24 
naca nocne 

MHC|)eKI4MM 


100 


50 


0 


0 


0 


0 



Ta6nima 13. 



ripOTMBOBMpyCHa^ aKTMBHOCTb HaTpweBOM COJ1M 

c^yjinepeHnoJinaMMHOKanpoHOBoCi KwcnoTbi, M3yneHHaH Ha MOAenw KyiibTyp 
KneTOK CI13B, HHtfwMHpoBaHHbix BPC. 



Cxewia 


TVrrpbi Bwpyca renaTMTa C (Ig TL4fl 50/20 Mien) b npo6ax cpeflbi, 
OTo6paHHbix Ha 3-tf fleHb nocne MHcpeKqwn 


BBefleHMJi 


KoHLteHTpamiw npenapaTa, b MKr/Mn 
KoHTponb 


npenapaTa 


100 


50 


25 


12,5 


6,25 




B MOMeHT 
MHCpeKMMM 


2,1 


6,2 


9,3 


9,5 


9,7 


9,5 


Mepe3 24 

saca 

noc/ie 

MHCf>eKL4MM 


3,0 


8,5 


9,5 


9,9 


9,0 


9,1 
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Ta6jiHLia 14. 

HccneAOBaHne o6pa3MOB Kpden BMM-MHCtDWiJinpoBaHHbix naqneHTOB, 
nonyHaBiunx Tepani4to npenapaTOM. 



06pa3ei4 


flara 


Tmtp 

BVJDVCa* 


PHK 

KOnilM/MXI 


T4- 

JIHMCjDOLlH 
Tbl, MM 3 


T8- 

JlHMCfcOMH 
Tbl, MM 3 


T- MHfleKC 


BonbHoCi 


Ilo 


8 


1 200 000 


! 59 


63 


0,9 


. Mepe3 
.1 Mac. 


2 • 


72,000 


355 


, ."■ 455 


0,8 


Hepes ' 

2 Mec.'. 


2 


.43,000. 


234 


21.0 


1,1 . 


Hepe3 ; 

' ^ . Meq/. \ 


! 0 : 


44,000 ; 


!■ 381 


.409 


0,9 


EOJIbHOM 

B 


flo 
neMeHMH 


4 


140,000 


163 


257 


0,6 


Mepe3 
1 Mec. 


128 


180,000 


581 


464 


1.3 


Hepe3 
2 Mec. 


2 


3,500 


329 


329 


1,0 


Mepe3 
3 wiec. 


1 


2,000 


'-—325"- 


401 


0,8 



flpuMeMaHwe: *- Ben mm m Ha, o6paTHa* pa3BeAeHi/»o o6pa3Lia, flaioLLjeFO 50% 
(mjim CMHI4MTMM) b KyjibType KneTOK 
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Oopwiyjia W3o6peTeHMfl 

1. CpeflCTBO Ann HHrn6wpoBaHM« penpoflyKLinw o6onoMeMHbix 
— BwpyeoB— xapaKTepM3ytGineecH TeM, mto oho npeACTaBJiaeT co6om 

BOflopacTBopwMoe coeAMHeHne c{DyjiJiepeHnojiMKap6oHOBbix aHMOHOB 
o6u4eM cjDopMynbi 

C 60 H n [NH(CH 2 ) m C(O)O-] nj 
rfle C 6 o- c^ynnepeHOBoe ^Apo, 

NH(CH 2 )mC(0)Cr - aMMH0Kap60H0BblM 3HHOH 

m paBHO Menowiy Mucny, npeAnoHTMTejibHO 3 h 5, Han6onee 
npeflnoHTMTejibHo 5, 

n paBHO Lienon/iy MMcny ot 2 ao 12, npeAnoMTMTenbHO ot 4 ao 6, 
Haw6onee npeAnowTMTenbHo 6. 

2. Cnoco6 nonyqeHMH cpeACTBa ana HHrn6npoBaHUfl penpoAyKLtwn 
o6onoMeMHbix BwpycoB, xapaKTepwayfomnwcH TeM, mto b pacTBop 
<t>yjinepeHa b o-AMXJiop6eH3one bhocht aMWHOKi/icnoTy b BWAe KanweBow 

MJ1M HaTpMBBOM COJ1M, Aa/iee AOSaBJlfllOT COJlK)6MJ1M3aTOp, Bbl6paHHblM 143 

rpynnbi nonwajiKMneHOKCMAOB: nonwsTMneHrnwKonw wion Maccw ot 1 50 ao 
400 m Bbiiue, a TaioKe AMMeTwnoBbie acjwpbi nojiwaTWJieHmwKOJieii, wm 18- 
KpayH-6, npn stom KOJii/mecreo aMUHOKMcnoTbi aoji>kho npeBbiwaTb 
KonwMBCTBO cfcynnepeHa 6onee neiwi b 50 pa3, a cmht63 hpoboaht npn 
TeMnepaType 60-80° C. 

3. OapMaueBTMMecKan KOMno3Mi4MH a^h MHrn6MpoBaHna 
penpoAyKqwM o6onoMeHHbix BwpycoB, xapaicrepM3y»OLAaHCH Tewi, hto 0Ha 
coAep>KHT cpeACTBo no n.1 b scjxJseKTiiBHOM KonwMecTBe v\ 
cf)apMai46BTMH©CKi4 npweMJieMbie HanojiHiire/iM. 

4. OapMaueBTMMecKaf? KOMno3Mi4M* nnn MHrn6wpoBaHHH 
penpoAyKMMM o6onoMeHHbix BMpycoB no n. 3, xapaKTepwsyioiitaflc* TeM, mto 
oHa BbinonHeHa b cftopivie Ta6neTOK, Kancyn, pacTBopa An* HH-beKquw, 
cynno3MTopneB. 
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5. Cnoco6 MHrwenpoBaHMH penpoflyKUMM o6onoMeMHbix BwpycoB, 
xapaKTepM3yKDU4MMC« TeM, mto Mcnoxib3yK)T cjDapMaueBTHHecKyio 
5 KOMno3MUMio no nn. 3 m 4 AJifl noflaBneHWH BMpycoB npi/i iienem/ui 
3a6ojieBaHMM, Bbi3BaHHbix BI/IM/Cni/lfl, repnec-MHcfreKMt/WMi/i, BMpycHbiM 
renaTMTOM C. 



WIS PAfi£ fiUNK wo. 
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